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Name of Company: MEDIPOST Co., Ltd.

Name of Product: CARTISTEM® (Allogeneic-Unrelated, Protocol #:
Umbilical Cord Blood-Derived Mesenchymal Stem Cells, Cultured MP-0201-01
Ex vivo, Combined with sodium Hyaluronate)

Protocol Title Evaluation of Safety and Exploratory Efficacy of CARTISTEM®, a Cell
Therapy Product for Articular Cartilage Defects: A Phase I/Ila Clinical Trial
in Patients with Focal, Full-thickness Grade 3-4 Articular Cartilage Defects
of the Knee

Clinical Phase Phase I/11a

Study Overview

CARTISTEM® will be administered at doses ranging from 0.5x10 to
2.25x107 hUCB-MSC (0.25x107 cells/cm?; 0.5 mL/cm? with 0.5x10’
MSC/mL) to patients with focal, full-thickness, Grade 3-4 articular cartilage
defects of = 2cm? in size.

Safety:

Patient safety will be assessed step-wise with increasing levels of total
hUCB-MSC and HA exposure: a total of 12 patients will be enrolled and
treated with CARTISTEM® to evaluate whether dose limiting toxicity (DLT)
is detected. DLT is defined as toxicity or adverse event of Grade 3 or higher
[80 points or higher for pain] in two or more events at the surgery site among
swelling, tenderness, range of motion, and pain in any one visit. DLT is also
defined as adverse drug reaction of Grade 3 or higher in the Common
Toxicity Criteria Adverse Events (CTCAE), Version 4.0, with the exception
of the following events and that they are unresolved for 7 consecutive days,
despite medical interventions:

v' Abnormal results in lab test (Acidosis, Hyponatremia,
Hyperbilirubinemia, etc.)

v Fatigue, defined as not relieved by rest; limiting self-care ADL

v’ Pain, defined as severe pain; limiting self-care ADL

v' Headache, defined as severe pain in various parts of the head, limiting
self-care ADL

v Fever, defined as > 40.0 degrees C (> 104.0 degrees F) for > 24 hours

Initially, 6 patients with lesion sizes of 2-5 cm? will be enrolled and treated
(Dosage A); if dose limiting toxicity is not detected during a 12 week period
after administration, an additional 6 patients, with lesion sizes of greater than
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5 cm?, will be enrolled and treated (Dosage B) to further evaluate safety.

Efficacy:

Efficacy will be evaluated with several validated clinical outcome
instruments as primary endpoints as well as non-invasive structural
assessment utilizing high-resolution magnetic resonance imaging with
cartilage-specific sequences as a secondary endpoint.

Objectives:

Primary

Objective To evaluate the safety of CARTISTEM® administration

Secondary To evaluate the exploratory efficacy (improvement in Clinical Scores and
Objectives regeneration of defective cartilage as assessed by Radiological images) of

CARTISTEM®.

Diagnosis and
Main Criteria for
Inclusion

Patients must meet the following criteria to be eligible for the study;

* Patients with an intended- to- treat single focal, full-thickness cartilage
defect (ICRS [International Cartilage Repair Society] Grade 3 or 4) of
the knee as a result of ageing, trauma, or degenerative diseases.

* Age > 18 years old

* Size of the articular cartilage lesion is > 2 cm?

* Swelling, tenderness and active range of motion < Grade II

¢ Joint pain : 20-mm - 60-mm on VAS (Visual Analog Scale) at the time
of Screening

* Appropriate blood coagulation, kidney and liver function laboratory
parameters:

v PT(INR) < 1.5, APTT <1.5xcontrol
v" Creatinine < 2.0 mg/dL, Albumin < trace in urine dipstick test
v’ Bilirubin < 2.0 mg/dL, AST/ALT < 100 TU/L

* Ligament instability < Grade II

* Lower extremity alignment within 5 degrees of the neutral weight
bearing axis

* No meniscal surgery within the past 3 months and more than Smm of
meniscal rim remaining

¢ Ability and willingness to fully participate in the post-operative
rehabilitation program

¢ Subject is informed of the investigational nature of this study,
voluntarily agrees to participate in the study, and signs an IRB-approved
informed consent prior to performing any of the screening procedures
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* Body Mass Index (BMI) < 35 kg/m?

Criteria for
Exclusion

e Patients who have been treated previously and are asymptomatic

e Avascular necrosis/ osteonecrosis

e Autoimmune or inflammatory joint disease

¢ History of infection within the past 6 weeks

e Surgery or radiation therapy within the past 6 weeks

e Serious medical co-morbidities, which would otherwise contraindicate
surgery, as determined by the investigator

e Currently pregnant or nursing

e Psychotic diseases, epilepsy, or any history of such diseases

e Current abuse of alcohol (> 10 drinks weekly) and/or regular exposure to
other substances of abuse, currently an active smoker

e Chronic inflammatory articular diseases such as rheumatoid arthritis

¢ Enrolled in any other clinical trials within the past 4 weeks

Administered immunosuppressants such as Cyclosporin A or

azathioprine within the past 6 weeks

Ligament instability > Grade II

Uncorrected significant lower extremity malalignment (i.e. > 5 degrees)

(sub-) Total meniscectomy (<5Smm rim remaining)

Corticosteroid or viscosupplementation injection to the affected knee in

the past 3 months

e Principal investigator considers inappropriate for the clinical trial due to
any reasons other than those listed above

Number of
Patients

12 patients in total; 6 patients with defect sizes of 2-5 cm? followed by 6
patients with defect sizes > 5cm?

Number of Study
Centers

Two

Concomitant
Treatment

Patients should discuss any medications and therapies they are currently
taking with the study doctor. Patients in this trial must not take the following
drugs: glucosamine, dietary supplements used as alternative medicine to treat
osteoarthritis such as chondroitin sulfate and hyaluronan, systemically
administered corticosteroids (Hydrocortisone, Prednisone, Prednisolone,
Methylprednisolone, Triamcinolone, Dexamethasone, Paramethasone,
Betamethasone, Aldosterone, Fludrocortisone ) and immunosuppressants
(Prednisone, Vincristine, Azathioprine, y— globulin, Cyclophosphamide,
Chlorambucil, 6-mercaptopurine, Cyclophosphamide + factor XIII, Rh(D)
immune globulin, ALG, Actinomycin-D, OKT3, Methotrexate)
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A total of 12 -18 patients will be enrolled and treated with CARTISTEM® to
evaluate for dose limiting toxicity (DLT).

Initially, 6 patients with defect sizes of 2 — 5 cm? will be enrolled in Dosage
A and treated with 0.5 — 1.25 x 107 hUCB-MSC. If DLT is not detected in
any patients by 3 months post-administration (time point for first clinical
efficacy evaluation), then additional 6 patients with defect sizes of above 5
cm? will be enrolled in Dosage B and treated with > 1.25 x 107 hUCB-MSC
to further evaluate safety.

If DLT is detected in 1 or 2 patients during Dosage A, additional 3 patients
will be enrolled and assessed at Dosage A. If DLT is detected in 3 or more
patients during Dosage A period, the study will be stopped.

In the absence of DLT, a total of 12 patients will, therefore, be evaluated for
safety and exploratory efficacy.
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Clinical Trial
Material (CTM)

CARTISTEM® (human allogeneic-unrelated umbilical cord blood-derived
mesenchymal stem cells, hUCB-MSC, and sodium hyaluronate)

CARTISTEM® consists of approximately 7.5 x 10° hUCB-MSC suspended
in 1.5 mL medium in one vial, and 60 mg sodium hyaluronate provided as a
lyophilized sponge form in a separate vial. The two vials are mixed at the
surgical site. Upon admixture of the two vials, the combination forms a
viscous gel, which is implanted into the articular cartilage defect.

Clinical Trial

CARTISTEM® will be administered into the articular cartilage defect by
open surgery at a dose of 0.5 mL/cm? based upon size of the defect. The

Material Dosage

and CARTISTEM® dosage has been selected based on the results derived from

Administration | nonclinical studies and prior human experience (see Investigator’s Brochure
for further information)

Surgical Before application of CARTISTEM®, unstable chondral fragments are

Technique debrided using a curet and stable shoulders of healthy surrounding cartilage

are created. After adequate removal of the debris, multiple holes are created
across the entire articular cartilage defect with a 2~3 mm drill bit spacing the
holes approximately 3~5 mm apart. CARTISTEM® is applied onto the
drilled holes first, and then throughout the entire cartilage defect.

Post-operative

Patients will be started on a continuous passive motion (CPM) device on

rehabilitation post-operative day 1 with a range of motion of 0-30 degrees initially. This
will be increased by 10 degrees per day as tolerated to a maximum of 0-90
degrees. Patients will undergo CPM treatment for 6 hours per day over 6
weeks. The patient will remain touch-down weight-bearing (TDWB) for 6
weeks, and then advance to full-weight bearing during the next 6 weeks (up
to week 12). The patient will refrain from high-impact activities, such as
running, during the subsequent 8 to 12 weeks (week 20 — 24).

Reference The study does not include a reference compound.

Therapy

Approximate Each patient will undergo a 6-week screening period for eligibility and a 12-

Duration of month follow-up observation period for both the primary (safety) and

Patient secondary (efficacy) evaluations following administration of CARTISTEM®,

Participation Also each patient will undergo a 24-month follow-up visit for a long term
patient assessment.
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Approximate
Duration of
Study

The estimated duration of the study for the primary evaluation is
approximately 12 months, with an additional 12 month extension for the
long-term patient assessment phase.

Safety
Evaluation

General

General safety will be evaluated via the following assessments: AEs, routine
clinical laboratory tests (hematology, clinical chemistry, and urinalysis),
thrombin generation (PT and aPTT), immunogenicity tests (T cell subset),
vital signs, physical exams, ECGs, and MRI for tumorigenicity.

Adverse Events

To assess the safety of CARTISTEM®, the course and degree of swelling,
tenderness, range of motion and pain will be determined. DLT is defined as
toxicity or adverse event of Grade 3 or higher [80 points or higher for pain]
in two or more events at the surgery site among swelling, tenderness, range
of motion, and pain, in any one visit. DLT is also defined as adverse drug
reaction of Grade 3 or higher in the Common Toxicity Criteria Adverse
Events (CTCAE), Version 4.0, with the exception of the following events and
that they are unresolved for 7 consecutive days, despite medical
interventions:
v' Abnormal results in lab test (Acidosis, Hyponatremia,
Hyperbilirubinemia, etc.)
v Fatigue, defined as not relieved by rest; limiting self-care ADL
v’ Pain, defined as severe pain; limiting self-care ADL
v' Headache, defined as severe pain in various parts of the head, limiting
self-care ADL
v Fever, defined as >40.0 degrees C (> 104.0 degrees F) for > 24 hours

Efficacy
Evaluation

Primary efficacy outcome parameters will be the postoperative changes in
subjective knee function as assessed by IKDC (International Knee
Documentation Committee) score at 12 months. For secondary efficacy
outcome parameters, patients will answer questionnaires for pain (visual
analogue scale, VAS), knee specific outcome instruments (Lysholm knee
scoring, and KOOS [Knee injury and Osteoarthritis Outcome Score]).
Structural information will be gathered using high-resolution (1.5 or 3 Tesla)
magnetic resonance imaging (MRI).
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Statistical
Methods

General: all safety and efficacy endpoints will be presented for each dose
cohort as well as for all patients combined. For safety evaluation, statistical
homogeneity between dose groups will be performed. For efficacy
evaluation, statistical comparison (difference) between dose groups will be
performed.

1) Safety

Safety will be demonstrated with 95% confidence intervals. Adverse events,
adverse drug reactions, serious adverse events, and drop-out patients due to
AE will be presented with frequency and percentage. Homogeneity
between dose groups will be analyzed using person’s chi-square test or
Fisher’s exact test. Descriptive statistics including means, medians, SD
(standard deviation), minimum and maximum will be used to demonstrate
the other safety endpoints.

2) Efficacy

Symptom improvement from the outcome instruments will be demonstrated
with means and standard deviations. Efficacy results will also be analyzed
for statistical significance using change from baseline at each efficacy
endpoint. Statistical difference of continuous variables and categorical
variables between dose groups will be compared using t-test and Fisher’s
exact test, respectively.

Rationale for

CARTISTEM® is administered to the defective joint cartilage region by open

Study Population | surgery. Due to ethical considerations, it is not possible to conduct this type

and Number of of procedure in a healthy subject. Therefore, no studies in healthy subjects

Patients will be performed.
Factors such as number of subjects to acquire statistical data of the
effectiveness are not considered as critical in this phase I/Ila study. A small
number of subjects generally participate in this stage of clinical study.
Accordingly, Dosage A is set based on dose limit of toxicity from non-
clinical study and then Dosage B will be administered.
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Abbreviations

AE Adverse Event, Adverse Experience

ADR Adverse Drug Reaction

ALP Alkaline Phosphatase

ALT(sGPT) Alanine aminotransferase (serum Glutamic Pyruvic Transaminase)
AST(sGOT) Aspartate aminotransferase (serum Glutamic Oxaloacetic Transaminase)
BUN Blood Urea Nitrogen

CK Creatine Kinase

CRP C-Reactive Protein

CTC Common Toxicity Criteria

DLT Dose Limiting Toxicity

ESR Erythrocyte Sedimentation Rate

HCG Human Chronic Gonadotropin

Hb Hemoglobin Concentration

Hct Hematocrit

ICRS International Cartilage Repair Society

IKDC International Knee Documentation Committee
IND Investigational New Drug

KOOS Score Knee injury and Osteoarthritis Outcome Score
LDH Lactate dehydrogenase

MCH Mean Corpuscular Hemoglobin

MCHC Mean Corpuscular Hemoglobin Concentration
MCV Mean Corpuscular Volume

MLR Mixed Lymphocyte Reaction

MTD Maximal Tolerated Dose

NCI National Cancer Institute

PT Prothrombin Time

aPTT Activated Partial Thromboplastin Time

RBC Red Blood Cell

ROM Range of Motion

VAS Visual Analogue Scale

WBC White Blood Cell
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1 Title and Development of Phase
1.1Study Title
Evaluation of Safety and Exploratory Efficacy of CARTISTEM®, a Cell Therapy Product for
Articular Cartilage Defects: A Phase I/Ila Clinical Trial in Patients with Focal, Full-thickness,
Grade 3-4 Cartilage Defects of the Knee

1.2 Developmental Phase
Phase I/Ila

2 Name and affiliation of principal or coordinating investigators
2.1 Name and Address of the Research Facilities
RUSH University Medical Center
1611 W. Harrison Street, Chicago, IL 60612

Brigham and Women's Hospital
850 Boylston St., Chestnut Hill, MA 02467

2.2 Names and Titles of the Coordinating Investigator and the Principal Investigators
Coordinating Investigator, Principal Investigator
Brian J. Cole, MD
Professor, Department of Orthopedic Surgery
Professor, Department of Anatomy and Cell Biology

Section Head of Cartilage Restoration Center

Principal Investigator
Andreas H. Gomoll, MD
Assistant Professor, Department of Orthopedic Surgery

2.3 Name and Title of the Clinical Trial Pharmacist
CARTISTEM® consists of umbilical cord blood-derived mesenchymal stem cells (hUCB-

MSC; main component) suspended in a transparent pale pink medium and sodium hyaluronate
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(device) intended for cartilage regeneration in patients with cartilage defects or injuries. Unlike
other conventional investigational products, the innate biological properties of the living cells
in this product limit the shelf-life of the suspension (mixture of hUCB-MSC and HA) to less
than 72 hours after preparation. Therefore, the investigational product needs to be delivered to
the test site on the day of the actual surgery so that the on-site preparation and administration to
the patient can take place shortly after receipt of the two vialed CARTISTEM® components
(hUCB-MSC and lyophilized HA). Designation of a clinical trial pharmacist is deemed
unnecessary as the unused portion of the investigational product which is ordered and
administered on an individual subject basis is to be returned to MEDIPOST after the surgery.
Therefore, a clinical nurse is given the role of managing the investigational product under
supervision of the principal investigator and the subinvestigators.

Moreover, CARTISTEM® does not require a separate compounding or preparation process of
a clinical trial pharmacist as the product can be mixed and used by the principal investigator in
the surgery room. Hence, it was decided that it would be acceptable to have an appropriate
individual designated by the (principal) investigator order, receive the shipment of, and return
the investigational product to the sponsor. Therefore, a clinical nurse is assigned the role of

managing the investigational product under the supervision of the investigator.

2.4 Name and Address of the reviewing Institutional Review Board (IRB)

The Institutional Review Board at RUSH University Medical Center
Research and Clinical Trials Administration Office

1653 W. Congress Parkway, Chicago, IL 60612
(Mailing Address: 707 S. Wood Street, Lower Level, Chicago, IL 60612)

Partners Human research Committee at Brigham and Women’s Hospital
116 Huntington Avenue, Suite 1002, Boston, MA 02116
(Website: http://healthcare.partners.org/phsirb)
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3 Name of the Sponsor
MEDIPOST Co., Ltd.

21 Daewangpangyo-ro 644-beon-gil, Bungdang-gu, Seongnam-si, Gyeonggi-do 13494,

Korea

4 Background of the Study
4.1 Cartilage defects
Chondral defects or damage to articular cartilage due to accidents, repetitive trauma or
arthritis are common disorders. They are major causes of disability, as they can lead to
osteoarthritis and they rarely heal spontaneously (e.g., Dragoo et al. 2003, Moore et al. 2005).
As the population ages and as more young people participate in active sports, the size of the
target patient group is also growing. However, despite ongoing research efforts, clinical

products directed at cartilage repair remain limited.

Articular cartilage consists of hyaline cartilage and is a highly differentiated connective
tissue covering joint surfaces. It is avascular and alymphatic, and it is sheltered from the
immune system. It also has no nerve supply and is therefore not sensitive to early injuries.
Articular cartilage also has poor repair properties because there are relatively few cells in the
tissue, the metabolic rate is low, and the capacity of chondrocytes to divide and migrate within
articular cartilage is restricted by the dense matrix. As a consequence, it is generally agreed that
articular cartilage does not repair significantly after damage to the collagen matrix (e.g., Chang
et al. 2006, Gelse et al. 2003, Hedrick and Daniels 2003, Katayama et al. 2004, Risbud et al.
2001, Wakitani et al. 2002). Therefore, damage to the tissue as a result of trauma generally

progresses to osteoarthritis.

In most cases, the critical limiting step for the induction of spontaneous cartilaginous repair
is incomplete and leads to the formation of fibrous, or at best fibrocartilage, tissue — a tissue
intermediate of fibrous mesenchyme and cartilage, depending on the location and size of injury.
Compared with the native hyaline articular cartilage, fibrous repair tissue has poor mechanical
qualities and is prone to fail in the long term (Athanasiou et al. 2001, Chuma et al. 2004, Gelse

et al. 2003, Guo et al. 2004, Mizuta et al. 2004, Moore et al. 2005, Otsuka et al. 1997). It is,
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therefore, desirable to develop procedures that allow for improved repair of cartilage defects, as

discussed below.

4.2 Investigational cellular-surgical combined interventions

Various different types of treatments are in use, such as drug therapy, arthroscopy, joint
replacement surgery, marrow stimulation techniques (drilling, abrasion arthroplasty and
microfracture for stimulation of local MSC), periosteal grafts, and autologous chondrocyte
transplantation (Athanasiou et al. 2001, Risbud et al. 2001, Smith et al. 2005). However,
conventional treatment modalities have not been able to provide complete and sustained
resolution of symptoms following damage to the articular cartilage. Despite the numerous
techniques available today, complete healing of damaged or defective cartilage or consistent
reproduction of normal hyaline cartilage does not occur, and continuous drug administration or
secondary surgeries are common. Thus, functional restoration of diseased and damaged human
articular cartilage continues to remain one of the most challenging orthopedic problems and the
clinical need for cartilage repair/regeneration technologies is undisputed (Athanasiou et al.

2001, Elisseeft 2004, Gelse et al. 2003, Lee et al. 2010, Smith et al. 2005, Yanai et al. 2005).

The latest attempts to develop clinically useful procedures for repairing damaged articular
cartilage include the use of cells with the potential for cartilage repair. There are three potential
cell types that may be utilized: chondrocytes (already used in the autologous chondrocyte
transplantation technique), adult (somatic) stem cells and embryonic stem cells (Barry 2003,

Browne et al. 2005, Giannoni et al. 2005, Guo et al. 2004, Otsuka et al. 1997, Yanai et al. 2005).

Chondrocyte implantation has long been considered as a potential treatment and several
approaches of chondrocyte implantation are in current clinical use. Implantations of previously
isolated and in vitro amplified autologous chondrocytes are being performed in current clinical
practice. The disadvantages of this procedure are the limited proliferative capacity of adult
chondrocytes, the issue of dedifferentiation in culture and required re-differentiation upon

implantation, as well as the need for a 2-stage procedure for harvest and implantation.

The use of stem cells is the most recently developed and investigated method. The most
promising approaches involve the introduction of MSC /cartilage precursor cells. Bone marrow
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contains non-hematopoietic progenitor cells capable of differentiating into osteoblasts,
chondrocytes and adipocytes; because those differentiated cells have mesodermal origin, their

bone marrow progenitors have been designated MSC.

The umbilical cord blood is a source of hematopoietic stem cells and is used for
hematopoietic stem cell transplantation in patients with diseases such as leukemia, aplastic
anemia, and congenital immune deficiency that require allogeneic hematopoietic stem cell
transplants. Over 5,000 cases of umbilical cord blood-derived hematopoietic stem cell
transplantations have been conducted globally as of 2004, and transplant treatments using
umbilical cord blood are expected to increase even further in the future. Umbilical cord blood
is blood from the placenta and umbilical cord, which can be easily collected from the umbilical
cord after childbirth, and therefore the collection poses no risk of harm to either the mother or
the infant. Considering the present US birth rate of about 4,000,000 infants per year, umbilical
cord blood is one of the most readily available and non-invasive sources of mesenchymal stem
cells. The mesenchymal stem cell found in umbilical cord blood is characterized by its ability
to self-replicate as well as its multipotency, or the capability to differentiate into cell lineages
that compose bone, cartilage, bone marrow stroma, adipocytes, tendon, neurons, and various

other tissues and organs.

Research in MSC has had a rapid acceleration over the past decade and MSC-based therapy
has become one of the objects of investigation for a new branch of medicine termed
regenerative medicine. This emerging technology shows great promise for producing
transplantable cartilage constructs to restore the function of degenerated joints. However,
current treatment options using MSC for articular cartilage repair/regeneration are still at an
experimental stage of development. Studies with MSC were conducted in various animal
models while currently only one clinical investigation and two case reports with MSC are

available (e.g., Wakitani et al. 2002, Wakitani et al. 2010).

4.3 CARTISTEM® (MEDIPOST Cell Therapy Product)
CARTISTEM" is intended to be used as a single-dose cellular therapeutic agent for cartilage

regeneration in human subjects with cartilage defects of the knee as a result of ageing, trauma or
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degenerative diseases.

The CARTISTEM® drug product consists of a combination of human umbilical cord blood-
derived mesenchymal stem cells (hUCB-MSC; supplied as a liquid suspension) and lyophilized
sodium hyaluronate, provided in separate vials for mixing prior to administration. The packaged
drug product will be shipped and stored as two vials, one vial containing approximately 7.5x10°
hUCB-MSCs suspended in 1.5 mL medium (alpha-MEM) to be mixed with one vial containing 60
mg sodium hyaluronate (lyophilized). Upon admixture of the two vials, i.e. after distribution of
the cells in the hyaluronate polymer, the reconstituted product (5x10° cells/mL; 40 mg/mL sodium
hyaluronate) is formed as a viscous gel which is implanted into the cartilage lesion during open
surgery. The initial proposed clinical dose is to be 0.5 mL/cm? (approximately 2.5x10° cells and
20 mg HA/cm?). Immune phenotype tests using flow cytometer demonstrated that the hUCB-
MSCs are CD45 negative, CD14 negative, HLA-DR negative, CD29 positive, CD73 positive,
CD105 positive, and CD166 positive.

hUCB-MSCs, the active ingredient in CARTISTEM®, are expected to induce the regeneration
of damaged cartilage tissues by repair of the microenvironment with paracrine effects or by
differentiation towards tissue-specific pathways. Sodium hyaluronate is believed to function as a
medical device to provide mechanical stability to the hUCB-MSC suspension, enabling the cells

to remain at the site of the implantation and not disseminate into adjacent areas.

4.4 Sodium Hyaluronate
Hyaluronic acid is a natural component of the extracellular matrix in cartilage. The
glycosaminoglycan is highly conserved and is widely distributed in the body. hUCB-MSCs
express cell surface receptors (CD44) that bind to hyaluronic acid. Interaction between cells and
the extracellular matrix regulates many biological processes that are important to cartilage
homeostasis and repair, including cell attachment, growth, differentiation, and survival (Marcacci

et al. 2005, Risbud et al. 2001).

Since the 1970’s, hyaluronic acid has been clinically used as a chondroprotective agent

(Caplan and Dennis 2006, Watterson and Esdaile 2000). In addition, sodium hyaluronate has been
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FDA approved for the treatment of osteoarthritis of the knee since 1997 (as an orthopedic device —
e.g. ORTHOVISC® High Mol, SUPARTZ® Dispo, SYNVISC® (Hylan G-F 20) and HYALGAN®).
In 2003, HA was approved for injection into the mid to deep dermis for correction of moderate to
severe facial wrinkles and folds (such as nasolabial folds). In all cases, the FDA has regulated

the products as medical devices.

The sodium hyaluronate in the CARTISTEM® product is believed to provide a stabilizing
function to the MSC enabling them to remain at the site of the implant and not spill over into
adjacent areas. In fact, sodium hyaluronate (and its derivatives) has proven to be an ideal molecule
for use in the delivery of cellular therapies such as autologous chondrocytes or MSC in cartilage
repair helping to keep the implanted cells in place (e.g., Elisseeff 2004, Marcacci et al. 2005,
Risbud et al. 2001). In addition, hyaluronic acid has been shown to be both non-toxic and
biocompatible (Kasahara et al. 2008). Thus, sodium hyaluronate was considered highly desirable
for use as a scaffold in CARTISTEM®. There is currently no evidence that the presence of sodium
hyaluronate contributes in any way to the inherent activity of the implanted MSC. Therefore,
MEDIPOST considers the sodium hyaluronate to be a device in the final administered

CARTISTEM®,

S Purpose of the Study

The primary objective of the proposed single-center phase I/Ila study is to evaluate the safety
of CARTISTEM®, an allogeneic-unrelated mesenchymal stem cell (hUCB-MSC) suspension
mixed with sodium hyaluronate, at doses ranging from 0.5x107 to 2.25x10” hUCB-MSC in
patients with articular cartilage defects that are equal or greater than 2cm?.

The secondary objective of the study is to evaluate the efficacy (regeneration of defective

cartilage and decrease of pain) of CARTISTEM®.

CARTISTEM® will be administered, as a function of the defect size, at a cell density of
0.25x107 cells/cm? (0.5 mL/cm? with 0.5x10” hUCB-MSC/mL) directly into the articular cartilage
defect by open surgery.
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A total of 12 patients, initially 6 patients with defect sizes of 2 to 5 cm? (Dosage A) followed
by an additional 6 patients with defect sizes of above 5 cm? (Dosage B), will be enrolled

sequentially in 2 groups in order to evaluate whether dose-limiting toxicity (DLT) is detected.

Each patient will undergo a 6-week screening period for eligibility and a 12-month follow-up
observation period for both the primary (safety) and secondary (efficacy) endpoints of the study.
There is an additional long term follow-up observation visit at 24 months. The estimated total

duration of the study is approximately 24 months.

Prior to administration of CARTISTEM®, the defect will undergo debridement, and following

appropriate preparation, perforation of the subchondral plate.
CARTISTEM?® is applied directly onto the entire defect site.

For use at the clinical site, CARTISTEM® will be provided as a cell suspension and lyophilized

sodium hyaluronate in separate glass vials.

In terms of post-operative rehabilitation, patients will be started on a continuous passive
motion (CPM) device on post-operative day 1 and refrain from high-impact activities such as

running for 20 to 24 weeks.

6 Study Design
6.1 Study Period

1) 24 months from approval of the clinical trial protocol

2) Recruiting period: 7 months

3) Follow-up period: 12 months from baseline (week 0) to final visit

4) Long term follow-up visit: 24 months following administration of CARTISTEM®

6.2 Subject Selection Criteria
1) Inclusion Criteria
A. Patients with an intended- to- treat single focal, full-thickness cartilage defect (ICRS
[International Cartilage Repair Society] Grade 3 or 4) of the knee as a result of ageing,
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trauma, or degenerative diseases
B. Age > 18 years old
C. Size of the articular cartilage lesion is > 2 cm?
D. Swelling, tenderness and active range of motion < Grade II

. Joint pain : 20-mm - 60-mm on VAS (Visual Analog Scale) at the time of Screening

o m

Appropriate blood coagulation, kidney and liver function laboratory parameters:
v' PT(INR) < 1.5, APTT <1.5xcontrol
v" Creatinine < 2.0 mg/dL, Albumin < trace in urine dipstick test
v" Bilirubin < 2.0 mg/dL, AST/ALT < 100 TU/L
G. Ligament instability < Grade II
H. Lower extremity alignment within 5 degrees of the neutral weight bearing axis
I. No meniscal surgery within the past 3 months and more than Smm of meniscal rim
remaining
J. Ability and willingness to fully participate in the post-operative rehabilitation program
K. Subject is informed of the investigational nature of this study, voluntarily agrees to
participate in the study, and signs an IRB-approved informed consent prior to
performing any of the screening procedures

L. Body Mass Index (BMI) < 35 kg/m?

2) Exclusion Criteria

Patients that have been treated previously and are asymptomatic
Avascular necrosis / osteonecrosis

Autoimmune or inflammatory joint disease

History of infection within the past 6 weeks

Surgery or radiation therapy within the past 6 weeks

WY 0w

Serious medical co-morbidities which would otherwise contraindicate surgery, as
determined by the investigator

G. Currently pregnant or nursing

H. Psychotic diseases, epilepsy, or any history of such diseases
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I.  Current abuse of alcohol (> 10 drinks weekly) and/ or regular exposure to other

substances of abuse; currently an active smoker

=

Chronic inflammatory articular diseases such as rheumatoid arthritis

K. Enrolled in any other clinical trials within the past four weeks

L. Administered immunosuppressants such as Cyclosporin A or azathioprine within the past
6 weeks

M. Ligament instability > Grade II

N. Uncorrected significant lower extremity malalignment (i.e. > 5 degrees)

O. (Sub-) Total meniscectomy (<5Smm rim remaining)

P. Corticosteroid or viscosupplementation injection to the affected knee in the past 3 months

Q. Principal investigator considers inappropriate for the clinical trial due to any reasons other

than those listed above

6.3 Number of Subjects
1) Estimated Number of Patients
This study requires 12-18 patients (6-9 patients per arm depending on rate of DLT) for two
different dose ranges (Dosage A: defect sizes of 2-5 cm? and Dosage B: defect sizes of

above 5 cm?).

2) Target Number of Subjects and Rationale

This is a phase I/Ila clinical trial to evaluate safety and exploratory efficacy of the
investigational drug product. Therefore, it is not considered critical to base the number of
subjects on formal statistical power calculations. Six patients at each dose cohort enrolled
sequentially are considered sufficient for this study. This study will be performed with two
dose ranges, on the basis of existing pre-clinical test results. Initially, 6 patients with defect
sizes of 2-5 cm? will be enrolled in Dosage A. If no DLT is seen during Dosage A, another 6
patients with larger defect sizes (above 5 cm?) will be recruited for Dosage B of the study.
There could be a need for an intermediate dose or up to 6 additional patients, based on the

rate of DLT seen.
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6.4 Administration Dosage

1) Initial Administration Dosage and Rationale
It is somewhat well understood by developers and regulators of living cell therapies that
for products like CARTISTEM® administered locally into an anatomical defect there is no
simple extrapolation of a safe starting dose in humans based primarily upon body surface

area calculations derived from animal studies.

In addition, dose determinations in this clinical setting should take into account the
surface area of the cartilage defect such that all NOAEL values should be converted into a
unit quantity (cells/cm?) at the application site. This approach applies to most therapeutics
administered into anatomical compartments that have little subsequent distribution outside
of the compartment; it is recommended that doses are normalized between species according

to the compartmental volumes and amount of the therapeutic product.

Support for the range of CARTISTEM® doses (0.5 x 107 cells to 2.25 x 107 cells) to be
evaluated for safety and efficacy in this phase I/Ila study comes from both preclinical
studies and clinical results in humans (comprised of a completed Phase I/II study in Korean
patients with articular cartilage defects (N=7) and an ongoing Phase III study in Korean
patients (N=50), as follows:

NOAELs for CARTISTEM® have been determined in the rat (Study No. B04001;
NOAEL = 3x107 cells per mL; > 1x107 cells per cm?) and the rabbit (Study No. B04004;
NOAEL = 1.5x107 cells per mL; > 0.3x107 cells per cm?); however, it is possible that the
design of these studies did not allow for a proper assessment of the NOAEL due to
limitations on the density of cells administered, and an overall very low toxicity of the

hUCB-MSC in the species examined.

No treatment-related SAEs have been reported in seven patients who participated in a
phase I/Il Korean study and 50 patients currently enrolled in an ongoing phase III Korean
study; all of these patients have received single administrations of 0.25x107 cells/cm? (0.5
ml/cm? with 0.5x107 MSC/mL) up to a maximum of 2.25x107 total MSC; this number of
cells represents a much higher dose than the NOAEL (10x10” MSC per mL) derived from

CARTISTEM® page 22 of 137

CONFIDENTIAL: These all contents herein are the sole property of MEDIPOST Co., Ltd. Any reproduction or
distribution of this document without the written consent of MEDIPOST Co., Ltd is prohibited. Copyright © 2017
MEDIPOST Co., Ltd.




Study B04001 (GLP repeat-dose toxicology study in rats).

Based on these findings (for further discussion, please see the Investigator’s Brochure),
MEDIPOST has selected a single administration of CARTISTEM® at 0.25x107 cells/cm?
(0.5 mL/cm? with 0.5x107 hUCB-MSC/mL), with both the volume and total number of
hUCB-MSC administered to patients being a function of the defect size.

Similar products available on the market include CARTICEL® manufactured by
Genzyme Biosurgery, an autologous cultured chondrocyte product approved by the US-FDA.
Clinical studies of CARTICEL® were conducted at dose levels ranging from 0.64x10°
cells/ecm? up to 3.3x10° cells/cm? for the 1.2x107 cells/0.4mL product. Meanwhile,
Chondron, the autologous chondrocyte regeneration therapy of Cellontech, Korea, is a
1.2x107 cells/0.4mL product which is applied at a ratio of 0.1 mL for every 1 cm? of
cartilage defect. For cartilage defects greater than 4 cm” in size, the entire vial is

administered.

Both CARTICEL® and Chondron are autologous chondrocyte therapies, with limits in
cell proliferation and maximum number of cells that can be achieved in the defect. In other
words, the limited cell number is a challenge and it is difficult to determine a constant cell
concentration per unit area in larger defect sizes. Also, there are potentially large differences
in cell potency since the starting materials/living cells are derived in a patient-specific

manner and, therefore, typically vary greatly from patient to patient.

CARTISTEM® can be differentiated from these two products because it is an off-the-
shelf allogeneic-unrelated cellular therapy that allows a consistent application of the most
effective cell concentration per area of defect throughout the entire lesion with a constant

cell concentration.

Against this background, the most scientific and logical approach for the study would
be to perform the clinical trial using two different cell concentrations of 0.5x107 cells/mL
and 1.0x107 cells/mL. However, it was deemed ethically inappropriate to subject a treatment
group to a relatively-less effective dose. Therefore, a single cell concentration expected to

be the more effective of the two was first chosen through a preclinical study and adopted for
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this clinical trial. The total volume of administration was determined by size of the lesion.

CARTISTEM®, consisting of mesenchymal stem cells and sodium hyaluronate, will be
applied at a dose of 0.5 mL/cm?. The administered dose is, therefore, a function of the defect

size. It will be administered into the cartilage defect by open surgery.

The following chart provides determination of CARTISTEM® dosage relative to the

defect size (derived from nonclinical studies and prior human experience):

Study Total Cell Number Device Dosage
Defect Size | Volume of Dose
Phase (hUCB-MSC) (Sodium hyaluronate)
2 cm? 1.0 mL 0.5 x 107 cells 40 mg
3 cm? 1.5 mL 0.75 x 107 cells 60 mg
A 4 cm? 2.0 mL 1.0 x 107 cells 80 mg
5 cm? 2.5mL 1.25 x 107 cells 100 mg
6 cm? 3.0 mL 1.5 x 107 cells 120 mg
7 cm? 3.5mL 1.75 x 107 cells 140 mg
. 8 cm? 4.0 mL 2.0 x 107 cells 160 mg
9 cm’~ 4.5 mL ~ 2.25 x 107 cells~ 180 mg ~
6.5 Dose Escalation

This clinical trial will employ the following dose escalation scheme:

A total of 12-18 patients will be enrolled and treated with CARTISTEM® for dose
limiting toxicity (DLT) evaluation. Initially, 6 patients with lesion sizes of 2 — 5 cm? will be
assigned to Dosage A and treated with 0.5 — 1.25x10” MSCs; if dose limiting toxicity is not
observed at the 3 month time point for the first clinical efficacy evaluation, then another 6
patients with lesion sizes of above 5 cm? will be assigned to Dosage B and treated with
more than 1.25 x 107 MSCs for further safety evaluation. If a DLT occurs to one or two
patients of the group treated with the dosage A, 3 more patients will be assigned to dosage A.
If DLT happens to 3 of the patients who were treated with the dosage A or above, this study
will be halted and the FDA and IRB will be notified. The Independent Data Monitoring

Committee will perform a comprehensive review of safety (see Section 9.1).
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If no DLT occurs to any of the dosage A patients, another 6 patients with larger defect

sizes will be enrolled and assigned to dosage B. In case of no DLT observed, a total of 12

patients will be enrolled for safety and efficacy evaluation. However, 18 patients could be

enrolled if DLT occurs to two patients. If DLT occur 3 or more patients treated with Dosage

B, this study will be halted and the FDA and IRB will be notified. The Independent Data

Monitoring Committee will perform a comprehensive review of safety (see Section 9.1).
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6.6 Definition of Maximum Permissible Dose and Method of Dose Escalation

Dose Limiting Toxicity (DLT): DLT is defined as toxicity or events of Grade 3 or higher (80

points or higher against pain) in two or more events at the surgery site among swelling, tenderness,
range of motion, and pain in any one visit. DLT is also defined as adverse drug reaction of Grade
3 or higher in the Common Toxicity Criteria Adverse Events (CTCAE), Version 4.0, with the
exception of the following events and that they are unresolved for 7 consecutive days, despite
medical interventions:

v" Abnormal results in lab test (Acidosis, Hyponatremia, Hyperbilirubinemia, etc.)

v Fatigue, defined as not relieved by rest; limiting self-care ADL

v’ Pain, defined as severe pain; limiting self-care ADL

v" Headache, defined as severe pain in various parts of the head, limiting self-care ADL

Fever, defined as > 40.0 degrees C ( > 104.0 degrees F) for > 24 hours

Maximum Tolerated Dose (MTD): If DLT occurs in 2 or fewer patients at the Dosage B level,

the MTD will be Dosage B. If DLT occurs in 3 or more patients treated with Dosage B then the
MTD will be Dosage A. If DLT occurs in 3 patients treated with Dosage A then the MTD will not

have been determined in this study design.

6.7 Expected Adverse Effects and Usage Considerations
6.7.1 Expected Adverse Effects

There has not been any expected adverse effect that is directly related to the administration
of CARTISTEM®, however, mild increase in temperature, pain, nausea, and headache may
occur in a response to the administration of allogenic mesenchymal stem cells. In general,
adverse effects that may be observed following arthrotomy accompanied by the use of

anesthesia include the followings:

- Implant site pain, pruritus, and warmth

- Nausea
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- Constipation
- Dyspepsia

- Headache

- Dysuria

- Dizziness

6.7.2 Usage Considerations

1) Sterility should be strictly maintained as the product involves injection into human knee
joint cavity.

2) Should any serious adverse events occur during the administration period or within 14
days after final injection, the principal investigator must, regardless of whether or not
the adverse reaction is thought to be related to the study drug, report the incident to the
clinical trial review committee and MEDIPOST Co., Ltd. personnel within 24 hours of
occurrence.

3) This drug should not be administered intravenously.

4) Before mixing the constituting substances of the drug, tap the vial with the fingers to
make sure that the cells and the preserving solution mix properly. Do not vortex.

5) In order to prevent the intrusion of any foreign materials into the syringe, wipe the
needle point and insertion area of the vial with ethanol before inserting the needle into

the vial.

7 Investigational Product

7.1 Investigational Product
7.1.1 Trade Name
CARTISTEM®
7.1.2 Ingredients
- hUCB-MSCs: Human umbilical cord blood-derived mesenchymal stem cell suspension
in pale pink and transparent medium

- Sodium hyaluronate: white or gray-white lyophilized sponge form
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7.1.3 Property
A viscous gel matrix formed by mixing umbilical cord blood-derived mesenchymal
stem cell suspension and white lyophilized sodium hyaluronate
7.1.4 Storage and Handling Conditions
- Storage condition: 2 — 10 °C (36 — 50 °F)
- Shelf-life of hUCB-MSC suspension: 72 hours from the time of manufacturing
- CARTISTEM® after combining with sodium hyaluronate is recommended to use

within 12 hours from time of the combination.

7.2 Route of Administration

7.2.1. Anesthetize a patient.

7.2.2. Gently finger-tap hUCB-MSC vial to mix and transfer 1.5 mL of the cell suspension
using a sterile syringe to the HA vial. Gently mix using a sterile spatula and leave the mixture
stationary until the sodium hyaluronate is completely swollen for at least 30 minutes at room
temperature.

7.2.3. Perform arthroscopy to obtain more accurate measurement of the defect size.

7.2.4. Expose the cartilage defect through routine knee arthrotomy, based on defect location

(medial or lateral parapatellar arthrotomy).
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7.2.5. Debride the cartilage defect back to stable shoulders using a curet to remove any
unstable or degenerated (soft and fissured) cartilage, following standard guidelines as used for
microfracture or autologous chondrocyte implantation. After debridement, measure size of the

defect to calculate required the dose of CARTISTEM®,
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7.2.6. Create multiple holes across the entire base of the articular cartilage defect with a
2~3mm drill bit spacing the holes approximately 3~5 mm apart. If active bleeding is encountered,
the defect may be packed with epinephrine soaked sponges. Alternatively, thrombin (5000 Units)
or thrombin spray may be used. The defect base should be without any active bleeding at the
time of implantation.

7.2.7. Fill the holes with CARTISTEM?® first and across the entire cartilage defect.

7.2.8. Deflate the tourniquet, achieve hemostasis, and close the wound.

7.2.9. Put a knee immobilizer and a standard cold-therapy device onto the leg of a patient.
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7.3 Return and disposal of unused investigational product

After administration of CARTISTEM®, the amount of any empty containers or remaining
drug shall be documented on a designated form and returned to the Contract Manufacturing
Organization (CMO).

The CMO will then verify the amount of any remaining drugs indicated on the form and
store them frozen for one year after its receipt of the returned investigational product.

Thereafter, the CMO will dispose the returned drug per its operating procedure.
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8 Study Method
8.1 Overview of the Study Design
This study is a phase I/Ila open-label clinical trial with the objective of assessing the safety
and exploratory efficacy of a single administration of CARTISTEM®, an allogeneic-unrelated
umbilical cord blood-derived mesenchymal stem cell product, in patients with articular

cartilage defects.
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8.2 Study Flow Chart
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(Week — (Day -2) 12 24
(Day 0) (+5d) (£5d) (£5d) 7d) | (£14d)
6~Week 0) +2d (£30d) (£30d)

Visits 1 2 3 4 5 6 7 8 9 10
Informed Consent [
Physical Examination" [ [ J [ [ [ o [ J ®
Medical History, °
Medication History"
Inclusion/Exclusion

. o
Criteria
Pregnancy Test (Serum
HCG) ¢ ®
Vital Signs/Temperature L o o o o o o o [ [
Laboratory Tests? (B [ X o | ] | ] | ] o [
Immunogenicity tests 5)
(T cell subset) ® ¢ o ¢
X-ray of the Joint [ e
MRI (T2 mapping) o° o o7 ( 1
Administration of
the Investigational L
Product®
IKDC Score” (] [ J [ J [ J [ J ® ] o
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g g Month Month
Sercening || Baseline Treatment Week 2 Week 4 Week 8 | Week 12 | Week 24 . 04
(Week — (Day -2)
Day 0 +5d +5d +5d +7d +14d

6~Week 0) (£2d) (Day 0) (£5d) (£5d) (£5d) (£7d) ( ) (+300) (+30d)
Lysholm Score o [ ] [ ] [ ] o [ o
KOOS Score o o o o [ ) () ]
100-mm VAS o) on | @ o o o o o
Evaluation
Chegk fgr Concomitant Y Y P ® S S °® Y
Medications
Check for Adyerse Y Y P P P Y ®
Events/Toxicity

1) Name, gender, date of birth, address, height, body weight, medical history, concomitant medications

2) Hematology: Hematocrit, Hemoglobin, MCV, MCH, MCHC, RBC, WBC, Platelet, Differential count (Neutro, Eosino, Baso,
Lympho, Mono)
Blood Chemistry: GOT (AST), GPT (ALT), Alkaline Phosphatase, Glucose, Urea (BUN), Creatinine, Direct bilirubin, CK, LDH,
Uric acid, Albumin, and Total Protein
Blood Coagulation: PT, aPTT
Electrolytes: Sodium, Potassium, Chloride
Urinalysis: Color, Specific gravity, pH, Leucocytes, Nitrite, Protein, Glucose, Ketone, Urobilinogen, Bilirubin, RBC, Microscopy
3) Lab test at Screening can be used as the pre-treatment baseline.

4) Lab Tests for patient at Week 2 can be omitted if the lab tests within the window period for Week 2 (i.e. 9 to 19 days after operation)
are available.

5) Immunogenicity test at Screening can be used as the pre-treatment baseline.

6) MRI (T2 mapping) performed for at Screening may be skipped if MRI (T2 mapping) within the past 6 months is available. MRI (T2
mapping) at Screening can be used as the pre-treatment baseline.

7)  MRI performed at Week 24 and Months 12 and 24 will also evaluate for tumorigenicity at focal lesion of the knee administration
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site.
8) Administration of the Investigational Product: 500 uL/cm? of defect size
9) From baseline to Week 24, only subjective knee evaluation form must be filled in.

10) Use of NSAIDs must be discontinued for 6 weeks prior to treatment and may be resumed following the treatment. Use of NSAIDs
and any other analgesics must be discontinued for 48 hours and 24 hours, respectively, prior to VAS evaluation at Weeks 4, 8, 12,
and 24, and Months 12 and 24.

11) Patient may be allowed to take analgesics within 24 hours prior to VAS evaluation at Week 2.

The subject must visit the center on the scheduled visitation date+5 days for Weeks 2, 4, and 8; £7 days for Week 12, £14 days for Week
24 after the administration of the investigational product. For the long term follow-up patient assessment, the subject must visit the
center on the scheduled visitation date+30 days at Months 12 and 24.
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8.3 Concomitant Medications and Concomitant Non-drug Therapies

Concomitant treatment with systemic corticosteroids or immunosuppressants is not
permitted, but co-administration of any other drugs that have no effect on the efficacy
assessment is allowed. If there is a concomitant medication, the name of the drug’s active
ingredient (name of the product in case of a combination drug), dosage, starting/ending
date of administration, and the reasons for administration are to be recorded on the case
report form (CRF). Information on any concurrent therapies (ex: physiotherapy) are also
required to be documented on the CRF (type, duration, etc.). All concomitant medications

and therapies are to be recorded at baseline and during the trial.

The following drugs are not permitted: glucosamine, dietary supplements used as
alternative medicine to treat osteoarthritis such as chondroitin sulfate and hyaluronan,
systemically administered corticosteroids (Hydrocortisone, Prednisone, Prednisolone,
Methylprednisolone, Triamcinolone, Dexamethasone, Paramethasone, Betamethasone,
Aldosterone, Fludrocortisone ) and immunosuppresant (Prednisone, Vincristine,
Azathioprine, y— globulin, Cyclophosphamide, Chlorambucil, 6-mercaptopurine,
Cyclophosphamide + factor XIII, Rh(D) immune globulin, ALG, Actinomycin-D, OKT3,
Methotrexate

8.4 Observation and Evaluation Items
8.4.1 Demographic Background and Medical History of Subjects
The patients will be screened by survey of demographic background and medical
history to determine their eligibility for enrollment.
v Demographic background: the patient’s initials, date of birth, age, gender, body
weight, height, ethnicity, etc.

v’ Medical history: the patient’s current or past diseases of substantial significance

v Vital Signs and Physical Examination: vital signs will be monitored and recorded
at screening, after administration of the investigational product, and at each
follow-up visit.

v’ Vital signs: blood pressure, pulse

v" Physical examinations: general condition, nutritional condition, skin/mucosa, eye,

ENT, thyroids, lungs, cardiovascular system, abdomen, kidney, spine/extremities,
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peripheral circulation, neuro-psychiatric system, lymphatic system, etc

8.4.2 Concomitant Medications

Each participating subject must be inquired at baseline and throughout the treatment
period and at each follow up visit whether he or she is on any concomitant medications.
And detailed information of the medication such as the name of the drug’s active
ingredients (name of the product for a combination drug), dosage, start and end dates of
the administration, and a reason for the administration should be documented on case

report form.

8.4.3 Evaluation of Adverse Events & Toxicity

Any adverse events (AE) or toxic reactions of each participating subject will be
evaluated throughout the course of the study and at each follow up visit (from Day -2 to
the end-of-study visit). Any adverse events or serious adverse events will be managed,
investigated, and reported according to the procedures described in the following
sections:

v Adverse Events

When an adverse event is either observed by the investigator or reported by a subject,
the investigator, regardless of the relationship of the AE to the investigational product,
will record name and type of the adverse event, the severity, dates of onset and
resolution of the event, the investigator’s opinion on the relationship between the
investigational product and the adverse event, and whether or not the event was an SAE

(serious adverse event) on the case report form (CRF).

The principal investigator or the trial coordinator will carry out follow-up
observations for all subjects with adverse events until the symptoms subside and the
abnormal clinical test results are returned to normal, or until a satisfactory explanation
can be given for the observed changes. If and when there is such a request from the

sponsor, a progress report on the adverse event will be submitted to the trial coordinator.

v" Serious Adverse Events

A serious adverse event is defined as any untoward medical occurrence at any dose
that causes death, life-threatening condition, in-patient hospitalization or prolongation
of existing hospitalization, persistent or significant disability/incapacity, a congenital

anomaly/birth defect, or another important medical event (see below).
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Important medical events that do not result in death, are not life-threatening, or do not
require hospitalization may be considered SAEs when, based on appropriate medical
judgment, they may jeopardize the subject and may require medical or surgical
intervention to prevent one of the outcomes listed above. Examples of such medical
events include allergic bronchospasm requiring intensive treatment in an emergency
room or at home, blood dyscrasias or convulsions that do not result in in-patient
hospitalization, or development of drug dependency or drug abuse. If a serious adverse
event occurs, the investigator must, regardless of the relationship of the SAE to the
investigational product/treatment, report the event to the responsible Institutional
Review Board/Independent Ethics Committee and to the sponsor within 24 hours of

awareness of the event by the investigator or, at the latest, by the next working day.

If an unexpected fatal or life-threatening adverse event occurs, the sponsor must
report to the FDA by telephone or fax within seven days and report in writing of

unexpected and serious adverse events within 15 days as required under 21CFR312.32.

8.4.4 Laboratory Evaluations
Laboratory evaluations will be performed at screening, after final administration of the
investigational product and at every follow-up visit.
1) Hematology: Hematocrit, Hemoglobin, MCV, MCH, MCHC, RBC, WBC,
Platelet, Differential count (Neutro, Eosino, Baso, Lympho, Mono)

2) Blood Chemistry: GOT(AST), GPT(ALT), Alkaline Phosphatase, Glucose,
Urea(BUN), Creatinine, Direct bilirubin, CK, LDH, Uric acid, Albumin, Total

Protein
3) Blood coagulation test: PT, aPTT
4) Electrolytes: Sodium, Potassium, Chloride

5) Urinalysis: Color, Specific gravity, pH, Leucocytes, Nitrite, Protein, Glucose,
Ketone, Urobilinogen, Bilirubin, RBC, Microscopy

8.4.5 Immunogenicity study

T cell subset for immunogenicity evaluations will be performed at Screening, at 24-

week 12-month, and 24-month visit.

8.4.61IKDC Score
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The subjects will undergo a self-assessment of knee function using IKDC subjective
knee evaluation score before and after the drug administration in order to determine the
efficacy of the investigational product. The IKDC assessment will be performed at the 4,
8, 12, 24 weeks and 12 and 24 months after the drug treatment in an exploratory
fashion but the IKDC score from the 12 month time point will be used as a primary

result of the post-operative change.
8.4.7100-mm VAS Evaluation

The subjects will undergo a self-assessment of joint pain using 100 mm VAS before
and the 2, 4, 8, 12, 24 weeks and 12 and 24 months after the drug administration for the
efficacy evaluation. Use of NSAIDs must be discontinued for 6 weeks prior to
treatment and may be resumed following the treatment. Use of NSAIDs and any other
analgesics must be discontinued for 48 hours and 24 hours, respectively, prior to VAS
evaluation at Weeks 4, 8, 12, and 24, and Months 12 and 24. Patient may be allowed to

take analgesics within 24 hours prior to VAS evaluation at Week 2.
8.4.8 Lysholm Score

The subjects will undergo a self-assessment of knee function using Lysholm Score
before and the 4, 8, 12, 24 weeks and 12 and 24 months after the drug administration

for the efficacy evaluation.
8.4.9KOOS Score

The subjects will undergo a self-assessment of knee function and knee-related quality-
of-life (QoL) using KOOS Score before and the 4, 8, 12, 24 weeks and 12 and 24

months after the drug administration for the efficacy evaluation.
8.4.10 MRI Assessment

Structural information will be gained using high-resolution (1.5 or 3 Tesla) magnetic
resonance imaging (MRI) at Screening, week 24, month 12, and month 24 in order to
evaluate the clinical symptom improvement. The MRI evaluations at week 24, month

12 and month 24 will also evaluate for tumorigenicity at focal lesion.

8.5 Early Discontinuation from the Study

Drop-out or withdrawal of a subject from the study can be determined at any time point

during the study period by reporting to the trial coordinator or the principal investigator.
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Should a patient voluntarily decide to withdraw, the decision will be respected and

accepted without any questions.

Purpose of this study is to evaluate the safety and the efficacy of the investigational
product. Therefore, any subjects who want to withdraw from the study on a voluntary
basis or due to the adverse events will be replaced with new subjects as long as the drug
administration in the dosage group that the withdrawn subject was in is not complete. The
study data obtained from such a subject until the point of drop out will be, where possible,

included in the data pool for analysis at the final evaluation stage.

9 Definition of Adverse Events

An adverse event (AE) is defined as any undesired clinical responses or complication
experienced by a subject. All operative and postoperative adverse events, whether related

or not, will be documented on the AE case report form (CRF).

9.1 Criteria for Safety Assessment
Vital sign monitoring, physical examination (swelling, tenderness, range of motion, and
pain), and laboratory evaluations will be carried out to determine the safety of the
investigational product. When an adverse event occurs, the type, the severity, dates of the
onset and resolution of the adverse event, and the relationship between the investigational

product and the adverse event will be investigated and documented on the case report form.
Causality of the adverse events will be determined according to the following criteria:

v Not related: the adverse experience is definitely not related to the investigational

product

v Unlikely: there are other, more likely causes and the investigational product is not

suspected as a cause

v Suspected, reasonable possibility: the direct cause and effect relationship between
the drug and the adverse event has not been demonstrated but there is a reasonable

possibility that the event was caused by the drug.

v Probable: there probably is a direct cause and effect relationship between the

adverse event and the investigational product
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Certainty of causal relationship between the adverse event and the investigational
product (or any other reasons — progression of an underlying disease, concomitant therapy,
etc.) will be determined on the basis of how well the adverse event could be explained in

light of the following factors:
v" Known pharmacological effect and mechanism of the investigational product

v/ Similar events previously reported for the investigational product or other

substances of the same class
v Drug reactions frequently reported with similar medications

v' Events that are temporally associated with the investigational product (events that

are resolved once the drug is discontinued but reappear with the next administration)

The study will be under ongoing periodic reviews by an assigned Independent Data
Monitoring Committee (IDMC). An IDMC will independently review data on a periodic
basis as detailed in the IDMC charter. Serious AEs will be reported to the IDMC as outlined
in the IDMC charter. The IDMC will make recommendations to the Sponsor as to whether

the trial should be revised or closed.

10 Statistical Analysis
10.1 Analysis Populations
10.1.1  Safety Population
The safety analysis for all clinical and laboratory adverse experiences will be based on
all enrolled patients who are administered the investigational product.
10.1.2 Efficacy Population
The efficacy population will be defined as all patients who met the eligibility criteria
and received at least one dose of the investigational product, and had been assessed at
least once for at least one efficacy endpoint.
10.2 Analysis of Safety Variables and Statistical Evaluation
10.2.1 Safety Variables
All adverse events will be coded according to the latest version of MedDRA and the
classification according to the System Organ Class of MedDRA using preferred term.

All adverse events will be summarized and analyzed.
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Serious adverse events and drop-out patients due to adverse events will be described
in details.

Descriptive statistics including means, medians, SD (standard deviation), minimum
and maximum will be used to present the other safety endpoints, laboratory tests
including routine hematology and chemistry, thrombin generation (PT and aPTT), vital
signs, autoimmune disease test (T-cell subset) and ECGs. For laboratory data, the
number of subjects who deviated from the normal range will be presented for each
analyte, by visit, and by dosage phase. The results will be also classified into normal,
decreased, or increased in relation to the normal range.

10.2.2  Analysis of Safety Endpoints

Analysis of the adverse events, adverse drug reactions, and serious adverse events
will be presented with number of case (# of subject who experienced), number of
adverse events, and percentage.

Analysis of the adverse events will include the severity, the seriousness and the
relationship with the study medication. It will be presented with number of event and
percentage.

Incidence rates of the adverse events including adverse drug reactions and serious
adverse events occurred in each dose group will be presented with frequency,
percentage, and 95% confidence interval of the rates. Homogeneity between dose
groups will be analyzed using person’s chi-square test or Fisher’s exact test.

Incidence rates of the adverse drug reaction by SOC between two dose groups will

be analyzed for homogeneity using pearson’s chi-square test or Fisher’s exact test.

10.3 Analysis of Efficacy Variables and Statistical Evaluation

10.3.1 Efficacy Variables
Data such as subjective knee function of each category will presented using criteria
for the IKDC, the Lysholm score and the KOOS assessment, and the improvement
level of pain will be analyzed using the 100-mm VAS. Structural information will be
gained through the use of high-resolution (1.5 or 3 Tesla) magnetic resonance
imaging (MRI) with cartilage-specific sequences (T2-mapping).
v' Primary efficacy endpoint: post-operative change in subjective knee function will

be obtained from the IKDC score at the 12-month time point as the primary
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efficacy endpoint.

v’ Secondary efficacy endpoint: the Lysholm Score and the KOOS score will be used
as the secondary efficacy endpoint to measure post-operative change of the knee

function.

v’ Improvement degree of joint pain will be measured using a 100-mm VAS (Visual

Analogue Scale).

v" Grade of the cartilage regeneration and morphological constitution of the cartilage
repair area will be assessed using high-resolution (1.5 or 3 Tesla) magnetic

resonance imaging (MRI).
10.3.2 Analysis of Efficacy Endpoints

The descriptive statistics of the categorical variables will be presented with
percentage and frequency and that of the continuous variables such as mean, median,
standard deviation, and interquartile range. The primary efficacy endpoint will be
analyzed using the t-test. As for the secondary efficacy endpoints, differences of the
continuous variables and the categorical variables between the two groups will be

analyzed using the t-test and Fisher’s exact test, respectively.
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11 Rehabilitation Protocol

All patients must participate in the following standardized rehabilitation program after

receiving treatment. Rehabilitation program will vary according to the defect location of

each subject.

Stage 1- Proliferative Phase (Week 1 to 6)

Femoral Condyle Defect

PRIMARY GOALS
DO NOT OVERLOAD GRAFT

INCREASE TIBIOFEMORAL AND PATELLOFEMORAL MOBILITY

RESTORE QUADRICEPS CONTROL

BRACE

GAIT
ROM

THEREX

THERAPY

CARTISTEM®

*

* & o o

Knee immobilizer with ambulation, until good quads control/SLR (approximately
Week 3 to 6)

Heel-toe TDWB with crutches

Full AROM and gentle AAROM.

CPM 2 6 to 8 hours daily for 6 weeks. Start at 0-40 degrees, progress range as
tolerated.

Goal: minimum 90 degrees flexion for the first 2 weeks, 110 degrees for the next 4
weeks (the 6 week time point of post-op)

Quad sets, SLR in knee immobilizer as needed, leg curl/heel slides, hip abduction
Stationary bicycle with no resistance once 90 degrees knee flexion obtained (~ 4
weeks).

90 degree leg dangle hourly to improve ROM

Gentle multi-directional patella mobilization starts immediately after surgery.
Cryotherapy and compression stockings/TEDS for swelling and pain control.
E-stim for VMO/quadriceps muscle re-education/biofeedback encouraged

early after surgery if needed.

Gentle massage/deep friction to hamstring insertions, suprapatellar quadriceps,
medial/lateral gutters, and infrapatellar fat pad region at 2-3 weeks post-op.

Pool therapy recommended 2-3 weeks post-op to enhance motion.
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Stage 2- Transitional Phase (Week 7 to 12)

Femoral Condyle Defect

PRIMARY GOALS
DO NOT OVERLOAD GRAFT

INCREASE TIBIOFEMORAL AND PATELLOFEMORAL MOBILITY

RESTORE QUADRICEPS CONTROL

BRACE
GAIT
ROM

THEREX

THERAPY

CARTISTEM®

* 6 6 o o o

* 6 o o

Knee brace may be discontinued once independent SLR achieved
Week 7 & 8: 50% weight-bearing, week 9+: full weight-bearing

Full AROM and gentle PROM exercises

Progress towards full ROM until the 12 week time point.

Low weight (max 10-201bs.) open-chain leg extension and curl

Stationary bicycle with gradual increased tension per level of comfort
Continue quad sets, SLR in brace, leg curl and heel slides

Strengthen quadriceps, hamstrings, and hip abductors/extensors using ankle
weights and/or elastic band resistance through full ROM as tolerated

Gentle closed-chain terminal knee extension 0 to 40 degrees (TKE) permitted
starting from the nine or ten week time point as tolerated per weight bearing
restriction

Gentle multi-directional patella mobilization

Cryotherapy and compression stockings/TEDS for swelling and pain control
E-stim for VMO/quadriceps muscle re-education/biofeedback encouraged
Gentle massage/deep friction to hamstring insertions, suprapatellar quadriceps,
medial/lateral gutters, and infrapatellar fat pad region

Pool therapy recommended to enhance motion
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-- or for trochlear defects --

Stage 1- Proliferative Phase (Week 0 to 6)

Trochlear Defect

PRIMARY GOALS
DO NOT OVERLOAD GRAFT

INCREASE TIBIOFEMORAL AND PATELLOFEMORAL MOBILITY

RESTORE QUADRICEPS CONTROL

BRACE

PRECAUTIONS
ROM

THEREX

THERAPY

CARTISTEM®

*

* 6 o o

Bledsoe Hinge knee brace for ambulation (locked) and at night
Out of brace for CPM.

No brace, but towel/pillow behind heel when lying down
Full weightbearing in full extension (locked brace)

Gentle AROM flexion as tolerated 3x/day. Only PROM extension allowed.

CPM = 6 to 8 hours daily. Starting from 0 to 40 degrees, progress range as
tolerated after the first 2 weeks.

Minimum 90 degrees flexion for the first 2 weeks, 110 degrees for the next 4
weeks

Quad sets, SLR with brace locked, leg curl/heel slides, hip abduction

Stationary bicycle with no resistance once 90 degrees knee flexion obtained (>
4wks).

90 Degree Leg dangle hourly to improve ROM

Gentle multi-directional patella mobilization right after surgery

Cryotherapy and compression stockings/TEDS for swelling and pain control.
E-stim for VMO/quadriceps muscle re-education/biofeedback encourage early
after surgery if necessary.

Gentle massage/deep friction to hamstring insertions, suprapatellar quadriceps,
medial/lateral gutters, and infrapatellar fat pad region at the two to three week time
point post-op.

Pool therapy recommended two to three weeks post-op to enhance motion.
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Stage 2- Transitional Phase (Week 7 to 12)

Trochlear Defect

PRIMARY GOALS
DO NOT OVERLOAD GRAFT
INCREASE TIBIOFEMORAL AND PATELLOFEMORAL MOBILITY
RESTORE QUADRICEPS CONTROL

BRACE ¢ Hinged knee brace may be discontinued once independent SLR achieved

GAIT ¢ Full weight-bearing as tolerated

ROM ¢ Gentle A/AAROM flexion and extension permitted
Progress towards full ROM until week 12.

THEREX ¢ Stationary bicycling without resistance at short intervals (5 min, 2-3x/day) as
tolerated

¢ Strengthening of quadriceps, hamstrings, and hip abductors/extensors using elastic
band isometrics and closed-chain terminal knee extension 0-40 degrees only

¢ Backward treadmill walking with safety bars recommended to reduce
patellofemoral compressive forces

¢ Pool exercise using kickboard allowed. Flutter/straight leg scissor kick only (no

whip kick)

No open-chain strengthening permitted until 6 months after surgery.

No closed-chain leg pressing or squatting

THERAPY Gentle multi-directional patella mobilization

Cryotherapy and compression stockings/TEDS for swelling and pain control

E-stim for VMO/quadriceps muscle re-education/biofeedback encouraged

* 6 6 6 o o

Gentle massage/deep friction to hamstring insertions, suprapatellar quadriceps,
medial/lateral gutters, and infrapatellar fat pad region
¢ Pool therapy recommended to enhance motion
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APPENDIX 1.IKDC score

2000

|IKDC

KNEE FORMS
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IKDC PATIENT REPORTED

SYMPTOMS*:

*Grade symptoms at the highest activity level at which you think you could function without significant symptoms, even if
you are not actually performing activities at this level.

1. What is the highest level of activity that you can perform without significant knee pain?
|:|Very strenuous activities like jumping or pivoting as in basketball or soccer
[IStrenuous activities like heavy physical work, skiing or tennis
[ IModerate activities like moderate physical work, running or jogging
[ Light activities like walking, housework or yard work

[ ]Unable to perform any of the above activities due to knee pain

2. During the past 4 weeks, or since your injury, how often have you had pain?
Never 0 1 2 3 4 5 6 10 Constant

7 9
©@ O O O o o o o o oo o @

3. If you have pain, how severe is it?

Never 0 1 2 3 4 5 6 7 8 9 10  Worst Pain
Imaginable

©@ OO O 0o oo oooo o @

4. During the past 4 weeks, or since your injury, how stiff or swollen was your knee?
|:|Not at all |:|Mildly DModerately |:|Very DExtremely

5. What is the highest level of activity you can perform without significant swelling in your knee?
|:|Very strenuous activities like jumping or pivoting as in basketball or soccer
[IStrenuous activities like heavy physical work, skiing or tennis
[ IModerate activities like moderate physical work, running or jogging
|:|Light activities like walking, housework, or yard work

[ |Unable to perform any of the above activities due to knee swelling

6. During the past 4 weeks, or since your injury, did your knee lock or catch?

|:|Yes |:|No

7. What is the highest level of activity you can perform without significant giving way in your knee?
|:|Very strenuous activities like jumping or pivoting as in basketball or soccer
[IStrenuous activities like heavy physical work, skiing or tennis
[ IModerate activities like moderate physical work, running or jogging
|:|Light activities like walking, housework or yard work
[ ]Unable to perform any of the above activities due to giving way of the knee
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IKDC Subjective Knee Evaluation Form cont.

SPORTS ACTIVITIES:

8. What is the highest level of activity you can participate in on a regular basis?
|:|Very strenuous activities like jumping or pivoting as in basketball or soccer
[IStrenuous activities like heavy physical work, skiing or tennis
[ IModerate activities like moderate physical work, running or jogging
[ILight activities like walking, housework or yard work
[ |Unable to perform any of the above activities due to knee

9. How does your knee affect your ability to:

Not difficult ~ Minimally = Moderately  Extremely Unable
at all difficult Difficult difficult to do
a.  Go up stairs ] ] ] Il U]
b.  Go down stairs ] L] ] ] ]
c.  Kneel on the front of your knee ] ] ] L] ]
d. Squat ] ] ] Il U]
e.  Sit with your knee bent ] ] L] ] ]
f.  Rise from a chair ] ] ] Il U]
g.  Run straight ahead L] ] ] ] Ol
h.  Jump and land on your involved leg ] ] L] ] ]
i.  Stop and start quickly ] ] L] ] ]

FUNCTION:

10. How would you rate the function of your knee on a scale of 0 to 10 with 10 being normal, excellent function and 0 being
the inability to perform any of your usual daily activities which may include sports?

FUNCTION PRIOR TO YOUR KNEE INJURY:

Cannot perform 0 1 2 3 4 5 6 7 8 9 10 No limitation

da“y&fg“ﬁ“ DO00DO0O0DO0O0O0O0OO0aod ©
CURRENT FUNCTION OF YOUR KNEE:

Cannot perform 0 1 2 3 4 5 6 7 8 9 10 No limitation

daﬂyggiﬁ“ OO0O0Oo0o0OO0Oo0oO0ooaoad (5]
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APPENDIX 2.LYSHOLM SCORE

LYSHOLM KNEE SCORING SCALE

Instructions: Below are common complaints which people frequently have with their knee problems.
Please check the statement which best describes your condition.

L LIMP: V. PAIN:
I have no limp when I walk. (5) I have no pain in my knee. (25)
I have a slight or periodical limp when I walk. (3) I have intermittent or slight pain in my knee

I have a severe and constant limp when I walk. (0) during vigorous activities. (20)
_ Ihave marked pain in my knee during vigorous
activities. (15)
II. USING CANE OR CRUTCHES T have marked pain in my knee during or afier
I do not use a cane or crutches. (5) walking more than 1 mile. (10)
T use a cane or crutches with some _ T have marked pain in my knee during or after
weight-bearing. (2) walking less than 1 mile. (5)

Putting weight on my hurt leg is impossible. (0) I have constant pain in my knee. (0)

VI. SWELLING
111 LOCKING SENSATION IN THE KNEE I have no swelling in my knee. (10)
I have no locking and no catching T have swelling in my knee only after vigorous
sensations in my knee. (15) activities. (6)
I have catching sensation but no I have swelling in my knee after ordinary
locking sensation in my knee. (10) activities. (2)
My knee locks occasionally. (6) I have swelling constantly in my knee. (0)
My knee locks frequently. (2)
My knee feels locked at this moment. (0)

VIL CLIMBING STAIRS:

LV: GIVING WAY SENSATION FROM THE KNEE I have no problems climbing stairs. (10)
My knee never gives way. (25) I have slight problems climbing stairs. (6)
My knee rarely gives way, only during athletics or I can climb stairs only one at a time. (2)
other vigorous activities. (20) Climbing stairs is impossible for me. (0)
My knee frequently gives way during athletics or
other vigorous activities, in turn I am unable to VIII. SQUATTING
participate in these aclivities. (15) I have no problems squatting. (5)
My knee occasionally gives way during daily I have slight problems squatting. (4)
activities. (10) T can not squat beyond a 90 degree bend in my
My knee often gives way during daily activities. (5) knee. (2)
My knee gives way every step I take. (0) Squatting is impossible because of my knee. (0)

TOTAL /100

INSTRUCTIONS: Please place an X on the line to indicate the amount of pain you have had in your knee(s) the past 24 hours. The
scale ranges from “no pain at all” to the “worst possible pain™.

RIGHT ENEE
no pain worst possible pain

LEFT KNEE

no pain worst possible pain
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APPENDIX 3.KOOS KNEE SCORE

(=]

Knee injury and Osteoarthritis Ouicome Score (KOOS), English version LK1.0

Pain
P1. How often do you experience knee pain?
Never Monthly Weekly Daily Always
a O (m] O O

What amount of knee pain have you experienced the last week during the
following activities?

P2. Twisting/pivoting on your knee

None Mild Moderate Severe Exfreme
m| O (m} m| O
P3. Straightening knee fully
None Mild Moderate Severe Extreme
a O O O O
P4, Bending knee fully
None Mild Moderate Severe Exfreme
| (m| (m} m| O
P5. Walking on flat surface
None Mild Moderate Severe Extreme
a O O a O
P6. Going up or down stairs
None Mild Moderate Severe Extreme
a a a a O
P7. At night while in bed
None Mild Moderate Severe Extreme
a O O a O
P8. Sitting or lying
None Mild Moderate Severe Extreme
a a a a a
P9. Standing upright
None Mild Moderate Severe Exftreme
a a a a

Function, daily living

The following questions concern your physical function. By this we mean your
ability to move around and to look after yourself. For each of the following
activities please indicate the degree of difficulty you have experienced in the
last week due to your knee.

Al. Descending stairs

None Mild Moderate Severe Extreme
O O (| O (|
A2. Ascending stairs
None Mild Moderate Severe Extreme
a a a a
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Knee injury and Osteoarthritis Outcome Score (KOOS), English version LK1.0 3

For each of the following activities please indicate the degree of difficulty you
have experienced in the last week due to your knee.

A3. Rising from sitting

None Mild Moderate Severe Extreme
O O O O O
A4, Standing
None Mild Moderate Severe Extreme
O O O O O
AS5. Bending to floor/pick up an object
None Mild Moderate Severe Extreme
O O O O O
A6. Walking on flat surface
None Mild Moderate Severe Extreme
O O O O (|
A'l. Getting in/out of car
None Mild Moderate Severe Extreme
a O a O O
A8. Going shopping
None Mild Moderate Severe Extreme
O O a O O
A9. Putting on socks/stockings
None Mild Moderate Severe Extreme
a O a a O
A10. Rising from bed
None Mild Moderate Severe Extreme
O O O O O
A1ll. Taking off socks/stockings
None Mild Moderate Severe Extreme
O O O O O
A12. Lying in bed (turning over, maintaining knee position)
None Mild Moderate Severe Extreme
O O O O O
A13. Getting in/out of bath
None Mild Moderate Severe Extreme
O O O O O
Al4. Sitting
None Mild Moderate Severe Extreme
O O O O (m|
A15. Getting on/off toilet
None Mild Moderate Severe Extreme
O O O O (|
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Knee injury and Osteoarthrilis Oulcome Score (KOOS), English version LK1.0 4

For each of the following activities please indicate the degree of difficulty you
have experienced in the last week due to your knee.

A16. Heavy domestic duties (moving heavy boxes, scrubbing floors, etc)

None Mild Moderate Severe Extreme
O O O a |
A17. Light domestic duties (cooking, dusting, etc)
None Mild Moderate Severe Extreme
a | (| a (|

Function, sports and recreational activities

The following questions concern your physical function when being active on a
higher level. The questions should be answered thinking of what degree of
difficulty you have experienced during the last week due to your knee.

SP1. Squatting

None Mild Moderate Severe Extreme
O O (| O O
SP2. Running
None Mild Moderate Severe Extreme
O O O O O
SP3. Jumping
None Mild Moderate Severe Extreme
(m ] (| (| a |
SP4. Twisting/pivoting on your injured knee
None Mild Moderate Severe Extreme
O O O O O
SP5. Kneeling
None Mild Moderate Severe Extreme
O O O O O

Quality of Life

Q1. How often are you aware of your knee problem?
Never Monthly Weekly Daily Constantly
O O O O O

Q2. Have you modified your life style to avoid potentially damaging activities
Lo your knee?

Not at all Mildly Maoderalely Severely Totally
O O O O O
Q3. llow much are you troubled with lack of confidence in your knee?
Not at all Mildly Maoderalely Severely Exiremely
O O O O O
Q4. In general, how much difficulty do you have with your knee?
None Mild Maderate Severe Extreme
m] O | m] O

Thank you very much for completing all the questions in this questionnaire.
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APPENDIX 4. CTCAE(Version 4.0)

Common Terminology Criteria for

Adverse Events (CTCAE)
Version 4.0

U.S.DEPARTMENT OF HEALTH AND HUMAN SERVICES
National Institutes of Health
National Cancer Institute
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Common Terminology Criteria for Adverse Events v4.0 (CTCAE)

Gulck Reference

The MC Commoh Terminology  Criteria for
Adverse Events is a descriptive terminology which
can be utilized for Adverse Event [AE) reporting.
A grading [severity) scale s provided for each AE
termm.

Lomponsnts and Oreanization
SO0

Swstern Organ Class, the highest level of the
RedDRA hieratchy, is identified by anatomnical or
physiclogical systern, etiology, of purpose [e.g.,
SOC Investigations for laboratory test results).
CTCAE terrs are grouped by MedDRA Primaty
SOCs, Within each SOC, AEs are listed and
accotnpanied by descriptions of severity [Grade).

LTCAE Terms

An Adverse Event [AE) is any unfavorable and
unintended  sigh  [including  an  abnormal
laboratory  finding), symptomn, of  disease
temporally associated with the vse of a medical
treatment or procedure that may or may et be
considered related to the medical treatment or
procedure.  An AE is a term that is 3 unigue
representatioh of a specfic event wsed for
rmedical documentation and scientific anakyses.
Each CTCAE w44 term is a MedDRA& LLT [Lowest
Level Tertm).

Publish Date: May 28, 2009

Befinltlons

A brief definitioh s provided to clarify the
meaning of each AE term.

Grades

Grade refers to the severity of the AE. The CTCAE
displays Grades 1 through 5 with unique clinical
descriptions of severity for each AE based on this
gehetal guideline:

Gradel Mild; asymptomatic  or mild
sytnptors  clinical of diaghostc
ohsersations ohhy; interventioh not
indicated.

Grade 2 Moderate;  minimal, locl o
nohinvasive intervention indicated,;
lirmiting age-appropriate
instrumental ADL™,

Severe of medically significant but
net  immediately  life-threatening;
hospitalization or prolongation of
howspitalization indicated; disakling;
litmiting self care ADL=.

Grade 3

Grade 4  Life-threatening CohseqUences;

urgent intervention indicated.

Grade 5 Death related toAE.

A Serni-coloh indicates “of within the description
cf the grade.

A single dash [-) indicates a grade is not available.

Met all Grades are appropriate for all AEs.
Therefore, some AES ate listed with Tewer than
five optiohs for Grade selection.

Grade B

Grade 5§ [Death) is net appropriate for some AFs
ahd therefore is not an optioh.

Acthvitles of Dally Uving (ADL)

“Instrumental ADL refer to preparing meals,
shopping for groceries or clothes, using the
telephohe, managing money, etc.

==5plf care ADL refer to bathing, dressing and
undressing, feeding self, vsing the toilet, taking
medicatiohs, and not bedridden.

I CTCAE w0 incarparatas cartainalemants of tha MadDRA tarminokegy. Faifuthar datak on MadDRa rafar to the MedDRA MSZ0 Waebshs |bito:" s oiadd 3 mazo com].
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Blood and lymphatic system disorders

coagu lation

bleading

Definition: A disord er characterized by systemnic pathological activation of blood clotting mechanisms
risk o fhemorhage as the body is depleted o f platelets and coagulation B otors.

blaading

urgent interention i ndicatad

Grade
Nokerse Event 1 2 2 4 Bl
Anemia Hemoglobin fHgby <LLM - 100 |Hgb <100 - 80 g/dL; <62 -4.9 |Hgb <8.0- 6.5 g/dL; <48 - 4.0 | Like-threatening consequences; |Death
addl; < LLM - 62 mmolL; <LLM - (mmeld; <100 - 20950 mmoldL; <80 - 65 gl ; urgent inte e rtion indicate d
100 gsL tran=fusion indicated
Definition: A dizord er charaeterized by an reduction in the amount of hemaglobin in 100 ml of blood. Signs and symptoms of anemia mayindude pallor ofthe skin and mucous
membranes, shortness of breath, palpistion s ofthe heart, soft systolic mumurs, lethargy, and Gtigability.
Bone mamow hypoczllular ildly hypocellular or <=25% Moderately hypocellular or #2458 - | Seweraly hypocellular or 50 - | Aplastic persistent ©rlonger Death
reduction from nomal cellulanity |60 % reduction fom nomal <=T4% reduction cellularity from [than 2 wesks
for age cellularty for age nomal forage
Definition: A dizord er characterzed by the inability ofthe bone mamow to produce hematopoi etic elaments .
Diss=minated intrawascular - Labw ratory finding = with no Laborato ry findings and Lif threatening consequences; | Death

which resultzin dot formatio nthroughout the bo dy. There iz an increa 2 in the

purpura

3= seizures, hemiplegia, and wisu,

{=chistocytosisiwithout dinical
CONSEqUEn &2 S

Definition: A disord er characteriz ed by the pressnc: of microangiop

al disturbances. iz an acute ors

ubacute condition.

conse quences (&g ., renal
insufficiency, petechias)

gthic hemolytic anemia , thrombocyope nic purpura, #wver, renal abn

{eg. CM5 hemomhage or
thrombo sisfembolism or renal
failure)

Febrile neustropenia - - Present Li threatening consequence s; | Death
urgent inte e rion i ndicate d

Definition: A disord er characterized by a decrease in neutrophils associgted with fewver.

Hemolysis Laboratory evide nce of Buidence of hemalysiz and »=2  |Transision or medical Lie-threatening consequence s; | Death
hemolysis onlyfe.g., direct gmdecreaseinhemoglobin, no |intenention indicated (e g ., urgent inte rertion i ndicate d
antiglobulin te st; OAT; Coombs'; [ransiision stenoid =)
schistoctes; decrea sad
haptoglobin

Definition: A disord er characterized by laboratoryte =t resuls that indicate widespread erpthrocyte cell membrane destnuction.

Hemolyti ¢ uremic syndrome Eviden ¢ of RBC destrudtion - Laboratory indings with clinical | Lik-threatening consequence s, |Death
{=chistocytosisiwithout dinical conse quences (&g ., renal {eg. CM5 hemomhage or
ConsequUence s insufficiancy, petachias) thrombosisfembolism orre nal

failure)

Definition: A disord er characterized by a form ofthrombotic microan giopathy with renal failure, hemolytic anemia, and s2we re thromb ocytopenia.

Leubio cytosi= - - 100 0004mmas Clinical manifes@tons of Death
leucostasis ; urge nt intervention
indicatad

Definition: A disord er characterized by laboratoryte =t rezults that indicate an increased number of white blood cellzinthe blood.

Lymph node pain hdild pain hoderste pain; limiting Severa pain; limitin g self care

instrumental A0OL AOL

Definition: A dizord er characterzed by a sensation of marked discomiort in 3 lymph node.

Spleen disorder Incidental indings (e g., Howell- | Prop hya ctic antibiotics Life-thre ate ning consequence s; | Death
Jolly bodies); mild degree of indicated urgent inte e rtion in dicate d
thrombocytosis and
leukocytosis

Definition: A disorderofthe spleen.

Thrombotic thro mb ocytopeni ¢ Eviden ¢ of RBC destrudion - Laboratory indings with clinizal | Lig-threatening consequencea s, |Death

omalities and neurological ab nomalities such

Blood and lymphatic system
dizorders - Other, specify

A=ymptomatic or mild
symptoms; dinical or diagnostic
obzenations anly; intervention
niot indicated

hoderate ; minimal, local or
ninin vasive intervention
indicated; limiting age-

appro prigte instrumental ADL

Seware or me dically significant
bust ot imime digtely life-
thre ate ning ; hospialization or
prolongation of axisting
hospitalization indicated;
dizabling; limiting self care ADL

Life-thre ate ning conzaquen o 5;
urgent i nte rention in dicated

Death
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Cardiac disorders

Grade
Bouerse Evert 1 2 2 4 Bl
Aoite coronany syndrome - Symptomatic, progressive Symptomatic, unstable anging | S ymptomatic, unsable anging | Death
anging; cardiac enzyme s andfor acute myocardial andfor acute myw cardial
normal; hemodynamically stable |infarction, cardiac enzynes infarction, cardiac e nzymes
abriormal, hemodynamically abnormal, hemodynamically
stable unstable

Definition: A disord er characterized by signs and symptoms related to acute i schemia ofthe mo cardium second anyto coronary are ny disease. The clinical presentation cowers a
spectrum of heart disea=ses from unstable anging to myocardial infarction,

fortic wale disease Feymptomatic walwlar Asymptomatic; moderate Syimptomatic; sewere Li threatening consequences; |Death
thickening with or without mild — |[regqu rgitatio n or stenosis by regurgiation or stenosis by urgent inte rention indicate d
walwlar regurgitation or imaging imaging; symptoms controlled  |(eg. wvalve replacement,
stenosiz by imaging with medical intervention walwuloplasty’

Definition: A disord er characterized by a de®d in gortic vahe function or structune.

Feystole Periods of asystole; non-urgent |- Life threatening consequences; |Death
medizal manage ment indicated urgent inte rue o nindicats d

Definition: A disord er characterized by a dysrhythmia without cardiac electrical activity, Typically, this is accompanied by cessation o fthe pumping fanction ofthe heart.

Atnial fibnillation Feymptomatic, intervention not | Mon-ung ent medical intervention | Syimptomatic and incompletely | Like-threatening consequences; | Death
indicated indicated controlled medically, or urgent inte rention indicate d
conrolled with dewice (2g.,
pacemaker], or ablation

Definition: & dizorder characterized by a dyerhythmia without dizcernible P wawes and an imegular wentricular response due to multiple reentry drodits. The thythme distobance
origingtes ab ove the ventrides.

Atrial flutter Feymptomatic, intervention not | Mon-urg ent medical intervention | Symptomatic and incompletely | Lk -threatening consequences; | Death
indicated indicated cartrolled medically, or urgent inte ruertion indicate d
controlled with dewice (e g .,
pacemaker], or ablation

Definition: A disord er characterized by a dysrhythmia with organized rhthmic atral contractions with 3 rate of 200-300 beats per minute . The rhothm disturbance orginates in the
atria.

Atricventicular blode complete |- Mon-urg ent interwention Symptomatic and incompletely | Lik-threatening consequences; |Death
indicated controlled medically, or urgent inte rention indicate d
controlled with dewice (2g.,
pacemaker]

Definition: A disord er characterized by a dyerhythmia with compl ete failure of aral electical impulse conductonthrough the A'Wnode to the wnirides.

Atricventricular blod first Feymptomatic, intervention not | Mon-urg ent intervention - - -
degres indicated indicated
Definition: A disord er characterized by a dysrhythmia with a d elayin the ime required forthe conduction of an ele drical impulse through the atrio wnibicular (A% node beyond 0.2
seconds; prolongaton of the PR interval greater than 200 millise conds.

Cardiac ame st - - - Life-threate ning consequencas; |Death
urgent inte ruertionindicate d

Definition: A disord er characterized by o2 s=ation ofthe pumping function ofthe heart.

Chest pain - cardiac hlild pain hoderate pain; limiting Pain at re =t; limiting ==|f care - -
instrumertal ADL ADL

Definition: A disord er characterized by sub stemal discomfort due to insufficient myocandial oxygenation .

Conduction disordar lild symptoms; intenention not (hoderate symptoms Sewere symptomns; interwenton | Lik-threate ning consequences; |Death
indicated indicated urgent i e ruertio n indicate d

Definition: A dizord er charactenz ed by pathological imegulanties inthe cardiae conduct on system.

Constrictive parcarditis - - Symptomatic heart failure or Refractory heart failure or other |Death
other cardiac symptoms, poory controlled cardiac
responsive to intenvention Sympto ms

Definition: & dizord er characteriz ed by athickened and fibrotic pericardial zac;these fibrotic changes impeade nomal myocardi al function by re sticting myocardial musde action.

Heart filure Feymptomatic with |aboratony Symptomns with mild to Seware with symptoms at rest or | Lik-thre ate ning consequences; |Death
(e.g., BMP [B- Matriuretic moderate activity or exertion with minimal activity or exerion; |urgent i nte re ntonindicate d
Peptide 11 or cardiac imaging inte ree ntion i ndicate d (& g., continuous WEherapy or
abn ormalitie= mechanical he mo dynamic
SUpport)

Definition: A disord er characterz ed by the inability ofthe heartto pump blood at an adequate wlume to meet tissue metabolic requirements, or, the abilityto do so only at an elewation
in the illing pressure.
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Cardiac disorders

Grade
Mduerse Event 1 2 2 i 3
Let ventrcular systolic - Symptomatic due to drop in Refractory or poody controlled | Death
dysilnction ajaction fraction responsive to |heart failure dus to drop in
intervention ajection fraction; intervention
zuch as ventricular assist
device , intrAvenous was0p rassor
suppart, or heart transplant
indicatad
Definition: A dizorder characterized by @ilure ofthe left wnride to produce adaquate output despite an increass in distending pressure and in end- diastolic wolume. Clinical
manifastations mayinclude dyspnea, orthopnea, and other signs and symptoms of pulmon any conge stion and edema.
hditral walwe diseasze Feymptomatic valwlar FAsymptomatic; moderste Symptomatic; sewerse Lite-threatening consequencas; | Death
thickening with or without mild  |regurgitation or stenosis by regurgiation or stenosis by urgent inte rve ntio nindicate d
walwular regurgitation or imaging imaging; symptoms conrolled (e g, valve replacement,
stenosis by imaging with medical intervention walwulo plasty’s
Definition: A disorder characterized by a defea inmitral wvalwe function or stroctine.
hdobitz (type) || aricwentricular | Asymptomatic, intervention not | Sympto matic; medical Symptomatic and incomplete by | Litke-threatening consequencas; | Death

bl

indicatad

intervention indicated

controlled medically, or
cortrallad with device (2.9.,
pacemaker)

urgent irte mentio nindicate d

Definition: & disorder characterized by a dysrhythmia with relatively consant PR intenal prior to the block of an atial impulse. Thisisthe result of intermitent Gilure of stral electrical
impulz& conduction through the aricventricu lar (A4 node to the we

ntricles.

hdobitz type |

Definition : A disorder characterized by a dysrhythmia with a progressivelylengthening PR imte nal priorto the blocking of an atrial impu

atrial ale ctrical impulse cond uctio

FA=ymptomatic, intervention not
indicatad

n throug hthe atioventicular (AL

Sympto matic; medical
intervention indicated

noda to the wnrcles.

Symptomatic and i nco mp lete by
cortrolled medically, or
cortralled with device (&g,
pacemaker])

Li&threatening consequencas; | Oeath

urgent inte rventio n i ndicate d

Iz This iz the reult of intermitte nt filure of

hdyocardial infarction FAzymptomatic and cardiac Sewere symptoms; cardiac Li-threatening consequencas; | Death
anz yme = minimally abnormal anzynes abnormal; hemodynamically un stable
and no evidenca of ischemic hemadyniamically stable; ECG
ECG changes changes consistent with
infarction
Definition: & disorder characterized by gross necrosis ofthe myocardium; this is due to an intermiption of blood supplyto the area.
tulyozarditis Peymptomatic with aboratony Symptoms with mild to Sewere with swnptoms at rest or | Lik-threatening consequences; | Death
{e.g., BNP [B-Matriuretc moderate activity or exertion with minimal activity or exerion; |urgent ine rentio nindicate d
Peptide 1) or cardiae imaging intere ntion indicated [eg., continuous Wihe@py or
abnormalities mechanical he modynamic
support
Definition: A disorder characterized by inflammation of the muscle tizsue ofthe heart.
Palpitations lild symptoms; intenenton not | Rterwenton indicated - -
indicated
Definition: A disorder characterized by an unpleasant sensation of imegular andsor force 4l be ating o fthe heart.
Paroxysmal atrial tachycardia Feymptomatic, intervention not | Symptomatic; medical fw'medication indicated Lie-threatening consequencas; | Death

Definition: A disorder characterized by a dysrhythmiz with abnipt onsat and sudden termin atio n o f atrial contractions with a ate o f 150-

origingtes in the atria.

indicated

management indicated

inc mplete [y controlled
medically; cardioversion
indicate d

250 beats per minute. The rhythm disturba ncs

Percardial efilsion FA=ymptomatic efilsion size Effusion with physiclogic Life-threatening consequences; | Death
smallto moderate OO SR QUERCEE urgent irte moe ntio nindicate d
Definition: A disorder characterized by duid colle ction withinthe pericardial =3¢, u=ually dueto inflammation .
Percardial @mp onade Lie-thraatening consequencas; | Death
urgent ire rve ntio nindicate d
Definition: A dizorder characterized by an increase in intra pericardial pressure dueto the colle ation of blood or duid inthe perdcardium.
Pe rcarditis Feymptomatic, ECG or physical | Symptomatic percarditis (e.9., | Percarditis with physiologic Lite-thre gtening consequences; |Death

finding= (2.g., nub) consiztent

chest pain)

with percarditis

conEaquances (&g ., percardial
constriction)

Definition: A dizorder characterized by imitatio nto the lawe rs ofthe par cardium the protective sac around the heart).

urgent i rte re nitio nindicate d
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Cardiac disorders

Grade
Ndeerse Evart 1 2 2 4 3
Pulmonary walve disease Asymptomatic valwalar FAsymptomatic; moderate Symptomatic; sewe e Lithreatening consequences; |Death
thickening with or without mild - regurgitation or stenosis by requrgi@tion or stenosis by urgent interwention i ndicatad
wahwlar regurgitation or imaging imaging; symptoms controlled  |(2g., valwe replacement,
stenosis by imaging with meadical intervention walnloplasty)
Definition: A disord er characterized by a def® ot in pulmonany walwe function or stroctore .
Restrictive cardiomyo pathy - - Symptomnatic he art failure or Refractory heart failure or other | Death
other cardias symptoms, poorhy controllad cardiac
responsive to intervention SYITIpto me
Definition: A disord er characterized by an inability o fthe wentricles to i)l with blood because the myocardiom theart musde ) stiffens and loses its fexibility.
Right wentricular dysiinction HAsymptomatic with laboratony Symptames with mild to Severe symptoms, associgted | Lik-threatening consequences; | Death
fe.g., BMP [B-Matriu retic moderate activity or exertion with hypoxemia, ight heart urgent interention i ndicate d
Peptide 17 or cardiac imaging filure; aaygen indicated [&g. wventricular assis dewice ;
abnomalities heart transplant indi cated
Definition: A disorder characterzed by impaiment o fight W nir cular function associgted with low ejection faction and a decrease in motlity o fthe dght venticular wall.
Sick sinu= syndrome Asymptomatic, intervention not | Mon-ung ent intervention Sewvere, medically significant ; Lif threatening consequences; | Death
indicated indicated medical inte nention indicated  |urgent inte e ntion indicated
Definition: A dizord er characterized by a dysrhythmia with attemating perods of bradyeardia and atrial tachyzardia accompanied by syncop e, fatigue and dizziness.
Sinus bradyeardia Asymptomatic, intervention not | Symptomatic, medical Severe, madically significant, Life threatening consequences; |Death
indicated interwention indicated medical interwentionindicated  |urgent inte nention indicate d
Definition: & dizord er character zed by a dysrhythmia with a heart Ate lessthan 60 beats per minue that orginates inthe sinus node.
Sinustachycardia Asymptomatic, intervention not | Symptomatic; non-urgent Urg ent medical intervention
indi cated medical inte nention indicated  [indicated
Definition: A disorder characterized by a dysrhythmia with a heart rate greaterthan 100 beats per minute that orginates in the sinus node.
Suprawentricular @ chycardia Asymptomatic, intervention not | Mon-urgent medical intervention |Medical interwentionindicated | Lik-threatening consequences; |Death
indicated indicated urgent interention indicate d
Definition: A dizord er characterdzed by a dysrhythmia with a heart Ete greaterthan 100 beats per minute that orginates above the ventricles.
Tricuspid vwalwe disease A=symptomatic valwalar FAsymptomatic; moderate Surmptomatic; s wene Lie-threate ning consequences; |Death
thickening with or without mild  |regurgiEtion or stenosis by requrgiation or ste nosis; urgent interention indicated
wahlar regurgi@ation or imaging symptoms conralled with [eg. valve replacement,
stenosis medical interwention wahmloplasty
Definition: A dizord er characterzed by a defec intricuspid wahe function or strocture.
iz ritri cul ar arhythmia Asymptomatic, intervertion not | Mon-urgent medical intervertion [Medical interwention indicated | Like-thre ate ning consequence s; | Death
indicated indicated hemodynamic compromise;
urgent interention indicate d
Definition: A dizord er character zed by a dyerhythmiathat onginates inthe ventncles.
iz ritri cula r fibril latio n - - - Life-thre ate ning consequence s; | Death

hemodynamic compromise;
urgent interention indicate d

Definition: A dizord er charactenz ed by a dyerhythmia without discernible QRS complex:s due to apid repetitive e xcitation o f myw cardial ibers without coordingted corfraction ofthe

wentricles.
iz riiri cula rtachyeardia - Mon-urgent medical intervertion [hedical interwention indicated Life-thre ate ning consequencas; | Death
indicated hemodynamic compromise;
urgent interention indicate d
Definition: A disord er characteriz ed by a dysrhythmia with a heart Ate greater than 100 beats per minute that orginates distal tothe bundle of His.
falfE Parkinson-Wihite Asymptomatic, intervention not | Mon-urgent medical intervention | Symptomatic and incompl etely | Lik-thre ate ning consequences; |Death

=yn drome

Definition: A dizord er characterz ed by the pres=nce of an acsessony cond udtive pathway betw een the atria andthe wentricles that causes premature w nidculara civatio

indicated

indicated

controlled medically or
controlled with procedurs

ungent intenention in dicate d

Cardiac disorders - Other,
=pecify

Aeymptomatic or mild
symptoms; dinical or diagnostic
obseruations only; intervention
not indicatad

Moderate; minimal, local or
noninwasive intervertion
indicated; limiting age-
approprgte instrumental AOL

Severe or medically significant
bust not imme digtely life-
threataning; hospialization or
prolon gation of existing
hiospitaliz atio nindicate d;
dizabling; limiting selfcare AOL

Life-thre ate ning consequen ces;
ungent intenention in dicate d

Death
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Congenital, familial and genetic disorders .

Grade
Adverse Event 1 2 ) 4 5]
Congenital, familial and Asymptomatic or mild Moderate; minimal, local Severe or medically Life-threatening Death

genetic disorders - Other,
specify

symptoms; clinical or
diagnostic observations
only; intervention not
indicated

or noninvasive intervention
indicated; limiting age-
appropriate instrumental
ADL

significant but not
immediately life-
threatening; hospitalization
or prolongation of existing
hospitalization indicated,
disabling; limiting self care
ADL

consequences; urgent
intervention indicated
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Ear and labyrinth disorders

Grade
Moduerse Evert 1 2 2 4 Bl
Earpain Ilild pain Moderate pain ; limiting Severa pain; limitin g self care
instrumenta | ADOL AOL

Definition: A disord er cha racterized by 3 sen sation of marked discomort in the ear.

External ear inflammation External otitiz with erthemaor | Bdemal otitis with moist External ofiti= with ma stoiditis; | Ungent op erative intenvention Death
dry desquamation desquamation , edema, stenosis or o steomyelitis; indicated

enhancad ceramenar necrosis of soft tissue or bone
discharge; tympanic membane
perforation ; tympano stomy

Definition: A disord er characterized by inflammation , swelling and redness o the outer ear and ear canal.

Extermal ear pain lild pain Moderate pain; limiting Sewere pain; limiting self care

instrumental A0L AOL

Definition: A dizord er characterized by 3 sensation of marked dizcomfrtin the estemal earregion.

Hearing imp aired Adults enrolled ona monitoring [ Adults & nrolled in monitoring Fdults enrolled in monitoning Adults: profound bilateral
programal, 2,3, 4,6 and & programia 1, 2,3, 4, Gand & progamia 1,2,3, 4, Gand & hearing los=s (*80 dB at 2 kHz
kHe audiogram’: threshold shift |kHz audicgram’: threshold kHz audiogram):threshold shit [and abowe)); non-seniceable
of 14- 25 dB averaged at & shit of >25dBawraged at 2 of *25d B aweraged at 3 hearing
contiguou s te st frequencies in at (contiguous test frequencies in at [contiguous test frequendes in at
least one ear or subjective least one ear least one ear; therape utic Pediatric: audiologic indication
change in the abzence ofa interwenton indicated for cochlear implart and
Grade 1threshold shift Adult not enrolled in monitoning additional speech-languag e

program: hearing loss but Adubtz not ennolled in monitoring |related servces indicatsd
Pedigtrics (@ 1,2, 3,4, 6 and &  |hearing aid orinterertonnot  |programe beanng loss with
kHe audiogram: »20 dB at any  (indicated; limiting instrumental  |hearing aid orinterwention
frequency tested and does not [ADL indicated; limiting =elf care AOL
meet crtera for * Grade 2
Pediarics(al, 2, 3, 4, 6and & |Pediatics(a 1, 2,3, 4,6and &
kHz audiogram: »20 dB at 4 [kHz audiogram): hearing loss
kHz = ficient to indicate thera peutic
interention, including hearng
gids; *20dBat3 kHz and
abawe in one ear; additional
speach-language related
sarices indicated
Definition: A disord er characterized by partial or complete loss ofthe abilityto detect or undersand sounds resulting from damage to earstrocture s,
tdiddle & arindammation Serous otitis Serous atii s, medical Mg stoiditis; necrosis ofcanal Lite threatening consequences; |Death

intervention indicated

sottizsaue orbone

Definition: A dizord er characterized by inflammation (physiolo gic responss to imtaion], sweling and redness to the middle ear.

urgent irte ree o nindicate d

Tinnitus

Definition: A dizorder charactenized by noize inthe ears, such as nnging, buzzing , reanng or clicking.

Ilild syrmptoms; inte reention not
indicated

Moderate symptoms; limiting
instrumental A0L

Severe symptoms; limiting self
care ADL

iz Mg o

hdild symptoms

Definition: A disord er characterized by 3 sensation as ifthe etema

wartigo ).

hdoderate symptomatic; limiting
instrumental A0L

lword were rewolving around the

Sewvere symptoms; limiting self
care ADL

patient {obje ctive wertigo 1or az ifhe himselfwere revolving in space (zubjective

iz stibular disorder

Definition: A disord er characterized by dizziness, imbalance, nau =

Symptomatic ; limiting
instumental A0L

a, and wvision problems.

Sewvere symptoms; limiting self
care ADL

Earand labyrinth disarders -

Azyrptomatic or mild

Moderate; minimal, local or

Sewere or me dically significant

Lite-thre ate ning consequen o2 s;

Death

Crtheer, spoaci fiy symptoms; dinical or diagnostic |noninwa sve intervention bt miat imirme digtely life- urgent irs ree o nindicate d

obsenations onhy; intervention  |indicated; limiting age - threate ning; hospitalizaton or

niot indicated approprigte instrumental A0L prolon gation of existing
hospitaliz aion indicate d;
dizabling; limiting self care A0OL
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of the adrenal cortex as in Addizon's dizease or primary adrenal in s fid ency

Endocrine disorders
Grade
Bouerse Event 1 2 3 4 5
Adrenal insuficien oy Aeymptomatic; clinical or Mloderate swmptoms; me dical Sewere symptoms; Li®-threatening consequence s; | Death
diagnostic obzerations on by intervention indicated hiospitaliz ation i ndicata d urgent ire roe o nindicate d
interuvention not indicatad
Definition: A dizorder that ocours when the adrenal cortex does not produce enough ofthe homone cortisol and insome cases, the homone aldosterone. Emay be due to 3 disorder

Cushingoid

Ifild =yrriptoms; ire ree nitio n oot
indicated

Moderate symptoms; medical
intervention indicated

Severa symptoms, medical
intervention or hospializaton
indicated

Definition: A dizorder characten zed by signs and symptoms that resemble Cushing's disease or syndrome: buffale hump obesity, strati
osteoporas s, usually dus to exoganous corticosteroids.

ons, adiposty, hypertension, diabetes, and

Delayed puberty

Definition: A dizorder characten zed by unusually late sexual maturit

Mo breast develop mert by age
13 ws orfemales; teste s
wolume of <3 ccor no Tanner
Stage 2 dewelopment by age
14.5 ws for malas

i

Mo breast development by age
14 ws for females; no increa e
in testes wolume or no Tanner
Stage 2byage 16 yrs for
males; homone replacement
indicated

Growth accs lerated

Definition: A dizorder characten zed by greater growth than expe e

#= +2 50 (standard dewation)
abiowe mid parental height or
target height

d farage.

Hyperparath yoidism

the blood ),

Ifild =yrniptoms; ire ree nitio n oot
indi cated

Definition: A disorder characteri zed by an increase in production of

Moderate symptoms; medical
intervention indicated

parath woid hormone bythe parathyroid glands . This results in hype

rcal cermia (abnomally high levels

of caldumin

Hyperthyraidizm

Amyrptomatic; clinical or
diagnostic observations on by
intervention not i ndicate d

Symptomatic; thyroid
suppression therapy indicated;
limiting i nstrurmental A0L

Sewvere symptoms; imiting self
care A0L; hospitaliz ation
indicated

Li®-threatening consequen oz 5;
urgent ire roe ntion indicate d

Dieath

diagnostic observations on by
interwention not indicate d

Definition: A dizorder characten zed by a decrease in production ofthyroid homone by the thyroid gla

repla cement indicated; lirmiting
instrumental A0L

care A0L; hospitaliz ation
indicated

nd .

urgent ire roe ntionin dicated;

Definition: & dizorder characten zed by excezsive lewels ofthymoid homone in the body, Commeon cause s include an overactive thyroid gland orthyroid hormon e owerdose,

Hypoparathyroi dism HAsymptomatic; clinical or Mloderate symptoms; me dical Severa symptoms; medical Lie-threatening consequence s; | Death
diagnostic observations on by intervention indicated inite rve rti on-or hospi@ lization urgent ire ree ntio nindicate d
intervention not i ndicate d indicated

Definition: A disorder characterized by a decrease in production of parathyroid homone bythe parathyroid glands.

Hypothyroidism Azyrptomatic; clinical or Symptomatic; thyroid Sewere symptoms; imiting self | Lik-threatzning consequence s; | Death

Pre cocious pub erty

9 forboys.

Physical signs of puberty with
no bischemical markers for
fermales <& wears and malas <9
Wears

Physical signs and biochemical
markers of puberty for £males
+8 wears and males <9 years

Definition: A dizorder characten zed by unusually eady development of secondany =2 mal features;the onset o f 22 mal maturation begin

= uzually before age # for gifs and befre age

“rilization

Ilild syrmiptoms; irte e ntio n oot
indicated

Moderate symptoms; medical
intervention indicated

Definition: A disorder characteriz ed by inappropriate ma=culinization occurming in a female or prepub eral male

Endocrne disorders - Other,
specify

A=symptomatic or mild
symptoms; dinical ordiagnostic
obsenations only; intervention
not indicated

Moderate; minimal, local or
noninwasive intervention
indicated; limiting age-
approprate instrumental ADL

Severe or medically significant
bt ot imime digtely life-

threate ning; hospializatonor
pralon gation of existing
hiospitalization indicatad;
dizabling; limiting selfcare ADL

Lite-thre gte ning consaquen o 5;
urgent ire roe rdo n in dicated

Death
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Eye disorders

Grade
Mdeerse Evert 1 2 2 4
Blurred vision Irite: ro ritio n noot ind icated Sympto matic; limiting Limiting =elf care A0OL
instrumental ADL
Definition; & dizord er chaacterized by wsual pe e pion o funclear or fuzz yimages.
Cataract Aeymptomatic; clinical or Syrmipto matic; maoderate Syrmptomatic with marked Blindne=s=z (200200 or worse)in
diggnostic abserations only; decrease in wsual acuity (2040 |decrease in wsual acuity (worse |the ateaed eyve
intervention not indicated or better) than 20440 bt better than

202007%; oparative ine rentian
indicated (e.g., catarad surgeny)

Definition: A dizorder character zed by partial or complete opadty ofthe crystalline lens of one or both e we s This results in a decrease in wisual acuity and eventual blindness if
untreated .
Conju nctivitis Azymptomatic or mild Sympto matic; topical Limiting self care ADL

symptoms; intervention not
indicatad

intervention indicated (e.g.,
antibictic=T; imiting instrumental
ADL

Definition: A dizorder character zed by inflammation , swelling and redness to the conjunctiva ofthe eyve.

Comeal uloer

Definition: A dizorder characterized by an area of e pithelial i ssue loss on the surBoee ofthe comea. &

Sympto matic; medical
intervention indicated (e.qg.,
topical agents); limiting
instrumental ADL

Limiting =elf care A0L ; declining
wsion (worse than 20040 but
better than 20/2007

iz aszocigted with indammatory o

arworse]in the affected eye

Perforation or blindness (200200 |-

ells inthe comea and anterdor chamber.

Oiry e e

Definition: A dizorder characterized by dnmesz ofthe comea and conjunctiva.

AyTptomatic; clinical or
diagnostic observations only
mild symptoms relie wd by
lubricants

Symptomatic; multiple agents
indicated; limiting instrumental
ADL

Dz cre ase in wisual acuity
(200 80°; limiting el foane A0L

Estraccular musde paresis

Definition: A disorder characterized by incomplete parahysiz of an extraccular musde.

A=ymptomatic; clinical or
diagnostic abservations anly

Symptomatic; limiting
instrumental A0OL

Limiting z&lf care A0L; disabling |-

Eyiz pain

Definition: A dizorder character zed by a sen=sation of marked discol

hdild pain

hdoderate pain ; limiting
instrumenal A0L

miortintheew.

Sewere pain; limiting self care
ADL

Eyelid function disorder

Asymptomatic; clinical or
diagnostic obzervat ons anly;
intervertion not indicate d

Definition: A disorder char@cterzed by imp aired eyelid function.

Symptomatic ; nonoperative
intervention indicated; limiting
instrurmental AOL

Limiting zelf care A0L;
operative intenention indicated

Flashing lights Symipto matic but not limiting Limiting instrumental A0L Limiting =&lf care A0L
AOL

Definition: A dizordercharacter zed by a sudden or briefburst oflight.

Floaters Sympto matic but not limiting Limiting instrumental A0L Limiting =elf care ADL

ADL

Definition: A dizorder characterz ed by an individual seeing spots before their eyes. The spots are shadow = of opaque cell fragmearnts in

the witreou = humaor or lens.

Glauzoma

Definition: # dizorder characterz ed by an increase in pressure in the eyeball due to obstrudion ofthe

Bewvated intrascular pre ssure
(EIOP) with single topical agent
forinte rention; no visual field
deficit

EIOP causing early vizual ield
deficits; multiple to pical or oral
agents indicated; limiting
instrumental ADOL

EIOP causing marked wisual
Hield defdcits (e.q., inwalving both
superor and inferior visual
Hields); operative intervention
indicated; limiting self care AOL

aque ous humor outflow

Blindne == (200200 or worss in
the afected eye

Karatitis

Definition: A dizorder characterz ed by inlammation to the comea o fthe eye.

Symptomatic; medical
intervention indicated (e.q.,
topical agenits); limiting
instrumental A0L

Cedine in vision (uorse than
20040 bt bettar than 20:2000;
limiting =elfcare AOL

arworse]in the afected eye

Perforation or blindness (200200 |-

Might blindrne sz

Sympto mate but not limiting
AOL

Limiting instrumental A0L

Definition: # dizorder chaacterz ed by an inabilityto se e cleadyin dim light.

Limiting =elf care ADL

Blindne =z (200200 or worss Jin

the atiected eye
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Eve disorders

Grade
Nckerse Everit 1 2 2 4 =1
Optiz nerve disorder Peyimptomatic; clinical or Limiting wsion of the affected Limitin g wision in the a flected Blindne sz (200200 or warsejin
dig gnostic abservations anby ey (20040 ar bettar); ey (W orse than 20040 but the afiected eye

better than 20,2007

Definition: & dizord er characterized by invohrement of the optic nenve (second cranial nere).

Papillade ma Asymptomnatic; no visu al field Symptomatic decline in wsion;  |hife d vizual field defect Blindne == (200200 or worse)in
defects wisual field defect presznt fwarsethan 20040 bt better the afected eye
spanng the cenfral 20 degrees  (than 202007

Definition: A disord er characterized by awelling around the optic disc.

Phiota phobia Symptoratic but not limitng Limiting instrumental AOL Limitin g slf care A0L
AOL
Definition: & dizorder character zed by ®arand awidance oflight.
Retinal detachment F=ymptomatic Exudative and wisual acuity Fhegmatogenous or exudative | Blindness (200200 or worsa)in
20040 or better detachme nt; operative the atiected eye

interenton indicated; dedinein
wsion (uorse than 20040 but
better than 2002007

Definition: A dizord er character zed by the separation ofth e inner reting layers from the undedying pigment epithelium.

Retinal tear - Lazertherapy or preumopexy | Wtroretinal surgical repair Blindne sz (200200 or warss)in
indicated indicated the atiected eye

Definition: & dizord er characterzed by a small laceration ofthe retina, this occurs when the witreous s=parates from the retina . Symptoms indude 1ashe s and floaters.

Retinal vascular disorder - Topical me dication indicated rtravitreal medication; - F
operative intervention indicated

Definition: A dizord er characterized by pathological retinal blood wessels that adwersely affects vision.

Retinopathy Asymptomatic; clinical or Symptomatic with mo derate Symptomnatic with marked Blindne sz (200200 or worszJin
diagnostic obzervat ons anly decreasze in wsualacuity (2040 |decreasze in wisual acuity (worse [the afieded eye
or better; limiting instrumental  |than 2 0&407; di=abling; limiting

AOL zelfeare ADL
Definition: A dizord erinws lng the reting.
Scleral disorder Peymptomatic; elinical or Symptomatic, imiting Symptomatic, imiing self care  |Blindne=s 20200 or warszlin
diggnostic abservat ons anby instumenal ADL; moderate AOL; marked decrease in wsual [the afieced eye
decrease in wsual acuity (2080 |acuity (vorse than 200400
or better)

Dedfinition: A dizord er character zed by invohement ofthe sdera ofthe ey .

Lhveit = A=ymptomatic | clinical ar Arterdor uweitis ; medical Posterior or pan-uweitis Blindne == (200200 or worse)in
diggnostic abservati ons anby intervertion indicated the afiected eye

Definition: A disord er characterzed by infammation to the uwea ofthe aye.

“witreo us hemorrhage Asymptomatic or mild Symptomatic; limiting Limiting self care ADL; Blindne sz (200200 or worssJin
symptom:s; dinical or diagnostic |insrumentz| A0L wtrectomy indicated the atiected eye
obserations only

Dedfinition: & dizord er chaacterz ed by blood extravasation into the wireous humor.

igterng eyes Irrte Fo o n oot indi cated htervention indicated Operative interwention indicated |-
Diefinition: A dizord erof exce ssive tearing in the eves; it can be caused by owerproduction oftears orimpaired drainage ofthe tearduct.
Eyie disorders - Other, specify | Asymptomatic or mild Moderate; minimal, local or Severe or me dically significant | Sight-threatening
symptoms; dinical ordiagnostic (noninwasive intervention bt miot imirme digtely sighit- COMSE] UEnGes; Unge nt
obserations only; intervention  |indicated; limiting age- thregtaning; hospi@lizationor  |interwenton indicated ; blindnass
not indicated appropriate instrumental AOL prolon gation of existing (20200 or worse)in the
hospitalization indicated; affactad eye
dizabling; limiting self care ADL
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Gastrointestinal disorders

Grade
ALokerse Event i 2 3 4 3
#bdominal distension Feymptomatic; clinical or Sympto matic; limiting Severa discomfort; limiting self |-
diagnostic obzenations only, instrumental ADL care ADL
intervention not indicated
Definition: A dizorder cha racterized by awelling ofthe abdomen.
b dominal pain Ifild pain hoderate pain ; limiting Severa pain; imiing self care |-
instrume ntal A0L A0L
Definition: A disorder cha racterized by 8 sen=ation of marked di scomiort in the abdominal region.
“nal istula Feymptomatic; clinical or Sympto matic; attered Gl Severaly albered Glfunction; Life threatening consequences; |Death
diagnostic absenations only; nction tub & feeding, TPM or urgent ire ree ntion i ndicate d
intervention not indicated hospitalization indicate d;
elective operat v intervention
indicated
Definition: A disorder characterized by an abnormal communication betue en the op ening in the anal canal to the peranal skin.
Anal hemorhage Ilild; interwention not indicated  |hoderate symptoms; medical Transfision, radiol ogic, Li® threatening consequences; Death
intervention or minor endoscopic, or elective urgent ireree ntion i ndicate d
caute iz atio n indicate d operative intervention indicated
Definition: Adisorder characterized by bleeding fomthe anal region.
Anal mucositis Feymptomatic or mild Symptomatic; medical Sewers synptoms; limiing self | Lige-threatening consequences; | Death
Symptoms; intervention not intervention indicated; limiting care AOL urgent interue nton i ndicated
indicated insrumental ADL
Definition: Adisorder characterized by inflammation of the mucous membrane ofthe anus.
Anal necrosis - TP M or hospitalization indicated; | Lig threatening consequences; | Death
radiole gic, endo szopic, or urgent opergtive ine renton
operative intervention indicated  |indicats d
Definition: Adisorder charactenized by a necnotic process occumng in the anal region.
Anal pain Mlild pain Moderate pain ; limiting Severa pain; imiting self care -
insrumental ADL ADL
Definition: A disorder charactenized by a zensation of marked discomiort in the anal region .
Anal stenosiz Feymptomatic; clinical or Symptomatic; atterad Gl Symptomatic and severaly Life-threate ning consequences; |Death
diagnostic absenvations only; inction attered Gl function; non- urgent operative inte e nton
intervention not indicate d emergent operafive intarvention (indicate d
indizated; TPM orhospialization
indicated
Definition: A dizorder cha racterized by a namowing ofthe lumen ofthe anal canal.
Analuloer Feymptomatic; clinical or Symptomatic; attered Gl Severaly albered Gl funct on; Lite-thre ate ning consequences; | Death
diagnostic obsenations only; i nction TP Mindicated; electie urgent operative ine renton
intervention not indicate d operative or endoscopic indicate d
inte rue i on indicated; disabling
Definition: A disorder cha racterized by a circumsoibed, indammatory and necroti ¢ erosive lesion on the mucoesal surface ofthe anal canal.
Pescite = Feymptomatic; clinical or Symptomatic; medical Severa symptoms; inasine Lite-thre abe ning consequences; |Death
diagnostic obsenvations only; intervention indicated inite rue i on indicated urgent operative ine renton
intervention not indicate d indicate d
Definition: A disord er cha racterized by accumulation of serous or hemomhagic duidinthe peritoneal cavity.
Blaating Mo change in bowel fandion or | Symptomatic, decreased oral - -
oral intake intake ; change in bowel functon
Definition: A disorder characterized by subject-reported #eling of un comfortable fullness o fthe abdomen.
Cecal hemomhage Mlild; intervention not indicated  [hoderate symptoms; medical Transfusion, @diologic, Li®-thre ate ning consequences; Death

Definition: A disorder charadtenz ed by bleeding fom the cecum.

intervention or minor
caute fzation indicate d

endoscopic, or elactie
operative inte rventon indicated

urgent inte rue ntion indicat: d

Cheilitis

Feymptomatic; dinical or
diagnostic observations only;
intervention not indicate d

Definition: A disorder charadenzed by inlammation of the lip.

Moderate symptoms; limiting
instrumental A0L

Severe symptoms; limiting self
care ADL; intervention indicated
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Gastrointestinal disorders

Grade
Ndterse Event 1 2 3 4
Colitis Asymptomatic; clinical or #bdominal pain; mucus orblood | Severe abdominal pain; change |Lik-threatening consequancas; | Death
diggnostic observations on by in stool in bowel habits; me dical urgent ire ree ntio nindicate d
interwention not indicated intervention indicated;

pentoneal signs

Definition: A dizorder characterized by inflammation of the calon .

Colonic fistula Asymptomatic; clinical or Symptomatic; attersd Gl Severaly attered Gl function; Li®-threatening consequence s; | Death
diggnostic observations on by function bowel rest, TRM or urgent ire ree ntio nindicate d
interuention not indicated hospitaliz ation indicate d;
elective operatiwe intervention
indicated

Definition: A disorder charactenized by an abnormal communication betwe en the large intestine and anotherorgan or anatomic site.

Colonic hemomrhage Mild; interwention notindicated  |hoderate symptoms; medical Transiision, radiologic, Life-threatening consequences; | Death
intervention or minor endoscopic, or alective urgent ire roe rdo nindicate d
caute iz gtion indicate d operative intarvention indicated

Definition: A dizorder characten zed by bleeding fomthe colan.

Colonic obstruction Asymptomatic; clinical or Symptomatic; attered Gl Ho spitaliz ation indicated; Life-threatening consequence s; | Death
diagnostic obsenations on by function elective opergtive intervention  |ungent operative inte renton
intervention not indicated indicated; dizabling indicatad

Definition: A disorder characterized by blockage ofthe normal 4ow ofthe intestinal contents in the colon.

Colonic perforation - Symptomatic:; medical Sewere symptoms; elective Li®-threatening consequence s; | Death
intervention indicated operative intervention indicated |ungent ire ree ntio nindicate d

Definition: A disorder characterized by a rupture in the colonic wall.

Colonic stenos = Aeymptomatic; clinical or Symptomatic; attered Gl Sevaraly attered Gl function; Lite-threatening consequence s; | Death
diagnostic obserations onhy; function tub e feeding or hospitalizaton  (ungent operative inte e ntion
interverntion not indicate d indicated; ele dtive operative indicated

inte ruention indicated

Definition: A disorder characterized by a namowing ofthe lumen ofthe colon.

Colonic ulcer Asymptomatic; clinical or Symptomatic; attered Gl Sevaraly attered Gl functon; Lie-threatening consequence s; |Death
diagnostic observations onhy; function TP Mindicated; elective ungent operative inte ruenton
intervention not indicate d operative or endoscopic indicatad

inte ruention indicated; disabling

Definition: A disorder characten zed by a circumzonb ed, indammatory and necratic erosive lesion on the mucosal saurgce ofthe clon.

Constipation Occasional or intermmittent Persistant symptoms with Obstipgtion with manual Li®-threatening consequences; |Death
Symptoms; occasion al use of reqularuss of lBxatives or evd o gtion indicate d; limiting ungent ire ree ntic n in dicate d
ston | softeners, lanative s, enemas; imiting instrumental selfeare ADL

dietary modid cation, or enema |A0L

Definition: A disorder characten zed by imegular and infrequent or dificult &vwa cuation of the boweals.

Dertal caras One or more dental cares, not | Dental caries involving theroot | Dental cares resulting in pulpitis |- -
inuolving the root or parapical abscess or
resulting intooth loss

Definition: A disorder characten zed by the decay of a tooth, in which it becomes softened, discolored andfbr porous.

Diarhea Increase of <4 stools per day hcreass of 4- 6 stoolz perday | bncrease of =7 stoolz perday  |Li®-threatening consequences; | Death
ower bazeling ; mild increasein |ower baseling; moderate owerbazeling; incontinence; U rgent ire roe rdo n in dicate d
o=to miy autput compared to increase in ostomy output hospitalization indicated; sewears
baseline compared to baszzline inzrease ino somy output
compared to baseline; limiting
szlfoare ADL

Definition: & dizorder characteniz ed by f2quent and watery bow el mowements.

Ory mouth Symptomatic (eg. dryorthick  [Moderate swmptoms; oral intake | habilityte adequately aliment |- -
=aliva) without significant distary |atterations (29 ., copious water, |orally; tube £eding or TPH
ahteration; unstimulated =aliva other lubricants, diet limited to indicated; un stimulated =alia
flom >02 mifmin puress and for sot, moist foedsy; | <001 mlfmin

unstimulated zaliva 0.1to 0.2
mildmin

Dfinition: A dizorder charactenz ed by reduced salivary flow inthe oral cawity.
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Gastrointestinal disorders

Grade
Moderse Event 1 2 2 4
Ducdenal fstula Feymptomatic; elinical or Sympto matic; atterad Gl Severehy altered Gl function; Life-threatening consequences; |Death
diagnostic obsenations onhy; finction tub e feeding, TPM or urgent irne re ntion i ndicata d
intervertion not indicated hospitaliz ation indicate d;
elective operaivwe intervention
indicated
Definition: & disord er characterized by an abnormal communication between the duodenum and another organ or anatomic site.
Ouodenal hemorrh age hild; intervention not indicated  |Moderate symptoms; me dical Transiision, radiol ogic, Lie-threatening consequences; |Death
intervention or minor endoscopic, or ele cine urgent irereention i ndicata d
cauteriz aion indicate d operative intervention indicated
Definition: A disord er characterized by bleeding fomthe duodenum.
Ducdenal obstruction FAeymptomatic; elinical or Sympto matic; attered Gl Ho spitalization or electiw Life -threatening consequences; |Death
diagnostic obsenations onhy; finction operative intervention indicated; (urgent operative inte mention
interwertion not indicated dizabling indicate d
Definition: & disord er characterized by blockage ofthe nomal 4ow of stomach contents through the duodenum.
Duodenal perforation - Symipto matic; medical Severe swmptoms; elective Lie-threatening consequences; Death
interwention indicated operative intervention indicated |urgent operative inte renton
indicate d
Definition: A disord er characterized by a rupture in the duodanal wall.
Ducdenal stenosis FAsymptomatic; elinical or Symptomatic; atterad Gl Sevarehy altered Gl function; Life-threatening consequences; |Death
diagnostic obsenations onhy; finction tub & feeding; hospitslization urgent operative ine renton
intervertion not indicatad indicated ; el ective operative indicate d
intervent on indicated
Definition: & disord er charactenzed by a namowing ofthe lumen of the duodenum.
Duodenal ulcer Psymptomatic; clinical or Moderate symptoms; medical Sewerehy attered Gl function; Lie-threatening consequenczs; |Death

Definition: A dizord er characterized by a circumsenbed, indammato

diagnostic observations anhy;
intervertion not indicated

interwention indicated; limiting
instrumental AOL

TP Mindicated; elective
operative of endoscopic
inte roe i on indicated; limiting
zalfcare ADL; dizabling

ry and necrotic erosive lazion on the mucosal arBce ofthe duoden

indicate d

al wall.

urgent opergtive s rue o n

Dyzpepsia

Definition: & disord er characterzed by an uncomirable, often painful &2ling in the stomach, resultin

he artbum, nausea and womiting .

tfild symptoms; i mte rertion oot
indicated

hoderate symptoms; medical

Sewere symptoms; surgical

intervention indicated

irite roe rvdi on indicated

q fom impaired di gestion . Symptoms include buming stomach, bloating,

Orysphagia Symptomratic, ableto eat Symptomatic and atered Sewerehy atered Lie-threatening consequences; |Death
regular diet eatingfzwal lowing egtingfanallowing; tube #eding (urgent inte ne rton indicate d

or TPM or hospitalization
indicated

Defintion: A disord er characterized by dificuttyin swallowing.

Entero o liis P=ymptomatic; clinical or FAbdominal pain; mucus orblood |Sewere or persistent abdominal | Lik-threatening consequenczs; | Death
diagnostic observat ons anhy; in stool pain; fewver; ileus; pentoneal urgent irte roe nion indicate d
intervertion not i ndicated sgns

Definition: A disord er characterized by indammation of the small and large intestines.

Enterowe sical 1stula FAsymptomatic; elinical or Symptomatic; noninvasne Sevare, medically significant; Life-thre atening consequences; |Death
diagnostic obsenati ons onhy; intervention indicated medical interention indicated  [urgent inte re nton indicate d
intervertion not indicate d

Defintion: A dizord er characteriz ed by an abnormal communication between the urinany bladder and the intastine .

Esophageal fistula Aeymmptomatic; dinical or Symptomatic; attered Gl Sewerehy altered Gl function; Life-thre atening consequences; |Death
diagnostic observat ons anhy; nction tub e feeding, TPM or urgent inte re nion indicate d
intervertion not i ndicate d haspitalization in dicate d;

alactive operative intervention
indicated
Definition: A disord er characterized by an abnomal communication between the esophagus and another organ or anato mic ste.
Ezophageal hemorrhage ild; intervention not indicated  (hoderste symptoms; me dical Transfusion, Adiologic, Lite-thre atening consequences; |Death

intervention or minor
cauterization indicate d

andoscopic, or electiv

Definition: & disord er charadtenz ed by bleeding fom the e sophagus.

operative interention indicated

ungent inte re ntion indicats d
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Gastrointestinal disorders

Grade
Mdeerse Event 1 2 3 4
Esophageal necrosis - habilityto aliment ade quately | Lik-threatening consequances; |Death
by Gl tract; radiclogic, urgent operative inte ree nton
endoscopic, or operative indicatad
intervention indicatad

Definition: & dizorder characterized by a necrotic process occuming in the esophageal wall.

Ezophageal obstruction Asyrptomatic; clinical or Symptomatic; attered Gl Hospitaliz ation indicated; Lie threatening consequences; | Death
diagnostic observations onhy; fanction ; limitin g instrumental elective operative intervention  (urgent intere ntio nindicate d
intervention not indicated AOL indicated; limiting selfcare ADL;

dizabling

Definition: A disorder character zed by blockage ofthe nomal 4ow ofthe contents in the e sop hagus.

Ezophageal pain Mild pain Moderate pain ; limiting Sewere pain; limiting self care -

instrumertal ADOL A0OL

Definition: A disorder characten zed by a sensation of marked discomiort in the e zophageal region.

Esophageal perfration - Symptomatic; medical Severe symptoms; elective Lite threatening consequences; |Death

intervertion indicated operative intarvention indicated |(ungent operative intere ntion
indicatzd

Definition: A dizorder characten zed by a ropture in the wall ofthe ezophagus.

Esophageal stenosis Asymptomatic; clinical or Symptomatic; attarad Gl Sevaraly attared Gl functon; Life threatening consequences; |Death
diagnostic obsanations onhy; fanction tub e feeding; ho spi@lization urgent oparative inte rwe nton
intervention not indicated indicated; elective aperative indicated

intere ntion indicated

Definition: A dizorder characterzed by a namowing ofthe lumen of the esophagus.

Esophageal ulcer FA=ymptomatic; clinical or Symptomatic; atterad Gl Sewarely attered Gl function; Lite threatening consequences; |Death
diagnostic observations only function ; limitin g in strumental TP Mindicated, elactive urgent operative inte rwe ntion
intervention not indicated AOL operative or endoscopic indicatzd

inte e ntion indicated; limiting
zalfcare ADL; disabling

Definition: A dizorder characterized by a circumscibed , indfammatory and necrotic erosive lesion on the mucozal sur@ee ofthe esophageal wall.

Esophageal vanices - Self-limited; intervention not Transision, Adiola gic, Lie-threate ning consequences; | Oeath

hemo mhage indicated endoscopic, or electiue urgent ire ree ntio n in dicate d

operative interverd on indicated

Definition: A dizorder characteri zed by bleeding fom esophageal warces.

Esoph agitis Asyrptomatic; clinical or Swmptomatic; attersd Sewarely attened Lie-threate ning consequences; | Death
diagnostic obsarvati ons only egtingsswallowing; oral agtingfavallowing; tube ®eding, [urgent operative inte re nion
intervention not indicate d supplemeants indicats d TP M or hospitaliz ation indicated |indicatzd

Definition: A dizorder character zed by inflammation of the esophageal wall.

Fecal incontinence Occasional use ofpads required |Daily use of pads required Sewere symptoms; electve -

operative interention indicated

Definition: & dizorder characteri zed by inabilityto control the escape of stool from the recum.

Flatulence Mild symptoms; inte nention not |hModerate; persistent; - -
indicated psywzhosocial sequelae

Definition: A disorder charactenz ed by a state of excessive gasin the alimentary canal.

Gastric fishula Asymptomatic; dinical or Symptomatic; atterad Gl Sevaraly attared Gl function; Life-thre atening consequences; |Death
diagnostic obsanati onz on by fanction biowel rest; tube feeding, TPM or (urgent o perative inte re ntion
intervention not indicated hospitaliz aionindicated ; indicatad

alective operative intervention
indicatad
Definition: A dizorder characteriz ed by an abnomal communication betwe en the stomach and anoth erorgan or anatomic site.
Gastric hemamhage Mild; interwention not indicated  |Moderate symptoms; me dical Transfusion, Adiola gic, Lie-thre ate ning consequences; | Death
intervertion or minor endoscopic, or electiue urgent irte ree ntio nin dicate d
caute rization indicate d operative inte rention indicated
Definition: A dizorder characteriz ed by bleeding fom the gastric wall.
Gasztric necross - habilityto aliment ade quately | Lig-thre atening consequencas; | Death

Definition: & dizorder charadteriz ed by @ necrotic process occuming

in the gastric wall.

by Gltract; adiologic,
endoscopic, or operatiw
inte rue ntio nindicate d

urgent o perative i nbe ree nton
indicated
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Gastrointestinal disorders

Grade
Lowerze Event 1 2 2 4 3
Gastric perforation - Symipto matic; medical Severe symptoms; alactive Lit threatening consequences; | Death
intervention indicated operative intervertion indicated |urgent operstive inte re ntion
indicate d

Definition: A dizord er characterized by 3 rupture in the stormach wall.

Gastric stenosis Feymptomatic; clinical or Symipto matic; attered Gl Severely atered Gl function; Lit threatening consequences; | Death
diagnostic obsenations only function tube feeding; ho spialization urgent operative intene rton
intervention not indicated indicated; eledive operative indicatad

intervention indicated

Definition: A dizord er characten zed by a namowing of the lumen of the stoma ch.

Gastric ulear Feymptomatic; clinical or Sympto matic; attered Gl Severnely atered Gl function; Li®threatening consequencas; |Death
diagnostic obsenations only, unction ; medical inte rention TP Nindicated; alective urgent operative intere rtion
intervention not indicated indicated; limiting instrumental  |operative or endoscopic indicate d

AOL intervention indicated; limiting
salfcare ADL; disabling

Definition: Adizorder characten zed by 3 circumscibed, indammatory and necrotic erosive lesion on the mucosal surface ofthe stomach.

Gastrtiz FAeymptomatic; clinical or Sympto matic; attered Gl Severely atered eating or Lit threatening consequences; | Death
diagnostic obsanations only; function ; medical interention gasnic unction; TPH or urgent opergtive inte re rtion
intervention not indicated indic:ated ho=pitaliz ation indicate d indicate d

Definition: A dizord er characten zed by inflammation of the storrach .

Gastroesophageal reflus lild symptoms; ire renton not |hoderate symptoms; me dical Severe synptoms; surgical
dizeaze indicated irtervention indicated irtere ntion indicated

Diefinition: A dizord er character zed by reflus of the gastric andfr duodenal contents into the distal ezophagus. kis chronic in nature and usually caused by incompetence ofthe lower
ezophageal sphincter, and may result in injuryto the eszophageal muce sl Symptoms indude heartburn and acd indigestion.

Gastrointestingl istula Feymptomatic; clinical or Symptomatic; altered Gl Severaly altered Gl function; Li®threatening consequences; |Death
diagnostic obserations only, unction tube feading, TPH or urgent operative inberoe rtion
intervention not indicate d hospitaliz ation indicate d indicate d

Definition: A dizord er characten zed by an abnormal communication between any part ofthe gastrointesting| sywstem and another organ or anatomic site.

Gastrointestingl pain Ilild pain hloderate pain ; limiting Severz pain; limiting self care -
instrumental A 0L AOL

Definition: A dizord er characten zed by 3 sensation of marked dizcomiort in the gastrointestinal region.

Gastroparesis lild nausea, eary satisty and Moderate swnptoms; able o Wezight lo ==, refractonyto -
bloating, able to maint@in calonic [maintain notrt on with distarny medical interention; unable to
intake on regular diet and lifestyle modifications; may  |maintzin nutrtion oalhy

need phamacaologic
intervention

Definition: A dizord er character zed by an incomplete paralysis ofthe musdes ofthe stomach wall re sulting in delawed emptying ofthe gastrc contents into the small inte stine.

Gingival pain hild pain hloderate pain interfaring with Severe pain; inabilityto aliment |-
oral intake orally

Definition: A dizord er characten zed by 3 sensation of marked dizcomiart in the gingival region .

Hemomhoidal hemomhage ild; interwention not indicated  |hoderate symptoms; me dical Transfuzion, radiologic, Lite-thre atening consequences; | Death
intervention or minor endozcopic, or electie urgent e ree rtion in dicate d
cauterization indicated operative intere rtion indicated

Definition: A dizord er charactenized by bleeding fom the hemomhoids.

Hemamhoids Feymptomatic; dinical or Symptomatic; banding or Severe symptoms; radielogic, |-
diagnostic obseratons only medical inte re rion indicate d endoscopic or elective operatve
intervention not indicated irite e ritio n i ndicats d

Definition: A dizord er charactenized by the presence of dilated wins in the rectum and sumounding area .

llzal 1 stula FPeymptomatic; dinical or Symptomatic; attered Gl Severely altered Gl function; Li®-thre atening consequencas; |Death
diagnostic obsernat ons only undtion TP N or haspitalization indicated; |urgent intere ntion in dicate d
intervention not indicatz d elective operative intervention
indicated

Definition: A dizord er charactenzed by an abnomal communication between the ileum and another ongan or anatomic site.

lleal hemorrhage hild; interwention ot indicated  |hdoderste symptoms; me dical Transfuzion, Adiologic, Lite-thre atening conzequences; | Death
intervention ar minor endozcopic, or electie urgent inte re ntion in dicate d
cauterization indicated operative inte e rtion indicated

Definition: & disord er characterzed by bleeding fom theileal wall.

CTCAE 4.0- May 22, 209 Carmolesthaldkonk £
18

CARTISTEM® page 73 of 137

CONFIDENTIAL: These all contents herein are the sole property of MEDIPOST Co., Ltd. Any reproduction or
distribution of this document without the written consent of MEDIPOST Co., Ltd is prohibited. Copyright © 2017
MEDIPOST Co., Lt




Gastrointestinal disorders

Grade
Ackverse Evert 1 2 3 4 3
llzal abstruction Peymptomatic; elinical or Symptomatic; attered Gl Hao spitalization ind icated; Lie-threatening consequences; |Death
diggnostic observations only; Hunction ; limiting instromental elective opergtiivwe intervention  (urgent operative inte reenton
intervention not indicated A0L indicated; limiting self care A0L; |indicate d
dizabling
Definition: A disorder characterized by blockage ofthe nomal 4ow ofthe intestinal contents inthe ileum.
lleal perforation Symptomatic; medical Severe symptoms; electve Life-threatening consequence =; | Death
intervertion indicated operative intervention indicated |(urgent operative inte nention
indicate d
Definition: A disorder charactenized by a rupture inthe ilzalwall.
llzal stenosiz Peymptomatic; clinical or Sympto matic; attered Gl Severzhy atered Gl function; Lie-threatening consequences; |Death
diagnostic observations only, unction tube feeding or hospitalizaton  |urgent operative inbe reenton
interwention not indicated indizated; alective operative indicate d
intervent on indicated
Definition: A disorder characterized by a namowing ofthe lumen of the ileum.
lleal ulzer Feymptomatic; elinical or Symptomatic; attered Gl Severely attered Gl function; Life-threatening consequence =; | Death
diagnostic abservations on by, function TP Hindicated; elective urgert operative inte renton
interwention not indicated operative or endoscopic indicate d
intervention indicated; disabling
Definition: A disorder characterized by @ cincumscibed, infammatory and necnotic erosive lesion on the mucosal sorace ofthe ileum.
lleus Symptomnatic; attered Gl Severehy atered Gl function; Lite-threatening consequences; |Death
fanction ; bowel rest indicated TP Hindicated urgert inere ntion indicate d
Definition: A disorder characterized by Bilure ofthe ileum to trAnsport inte stinal contents.
Intra-abd ominal hemorrhage Medical interention or minor Transii=ion, rAdiologic, Lite-threatening consequences; |Death
cauterzation indicate d andoscopic, or elective urgert inte me ntion indicate d
operative intervention indicated
Definition: A disorder charactenzed by bleeding inthe abdominal cawity.
ejunal istla Peymptomatic; elinical or Symptomatic; attered G Severehy atered Gl function; Lie-threatening consequences; (Death
diagnostic observatons only unction TP M or hospitalization indicated; |urgent inte re rion indicate d
intervention not indicata d elactive operative intervention
indicated
Definition: A disorder characterized by an abnormal communication betwe en the jejunum and another organ oranatomic site.
ejunal hemomhage hild; interwention not indicated  [Moderate symptoms; medical Transfusion, radiolo gic, Life-threatening consequence s, |Death
intervertion ar minor endoscopic, or elective urgent inte rve ntion indicate d
3 ute iz ation in dicate d operative intere ntion indicated
Definition: A disorder characterized by bleeding fom the jejunal wall.
Jejunal o batruction Peymptomatic; clinical or Symptomatic; attered Gl Ha spitaliz ation indicated, Lite-thre atening consequences; |Death
diagnostic abservations on by Hnction ; limiting in strumental elactive operatve intervention  (urgent operative inbe fention
interwention not indicate d ADL indicated; limiting self care A0L; (indicate d
dizabling
Definition: A disorder characterized by bloclage ofthe nomal dow ofthe intestinal conterts in the jejunum.
ejunal peroration Syrmptomatic; medical Severe symptoms; electve Lite-thre atening consequences; |Death
intervertion indicated operative interention indicated  [urgent operative inds reento n
indicate d
Duefinition: A disorder characterized by 3 rupture inthe jejunal wall.
ejunal stenosiz Feymptomatic; dinical or Symptomatic; attered Gl Severehy attered Gl function; Life-thre atening consequences; |Death
diag nostic observations only; function tube feeding or hospializaton  (ungent operative ire reento n
irtervention not indicated indicated; el ctive o perative indicated
irte rue o nindicate d
Definition: A disorder charactenzed by a namowing ofthe lumen ofthe jejunum.
ejunal ulezr Peymptomatic; dinical or Symptomnatic; attered Gl Severzhy atered Gl function; Lie-threatening consequences; |Death
diagnostic observations only; nction TP Hindicated; & lective urgent operative inbe ruention
intervention not indicate d operative or endoscopic indicate d
irte ruentio n indicate d; disabling
Definition: A disorder characterized by a circumscrb ed, inflammatony and necrotic erosive lesion on the mucosal surface ofthe jejunum.
Lip pain hild pain Moderate pain; limiting Sewvere pain; limiting self care -
instrumenta| A0L A0L

Definition: A disorder charadenzed by a sensation of marked discomion ofthe lip.
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Gastrointestinal disorders

Grade
Ndverze Evert 1 2 3 4

Lower ga strointestinal hild; interwention not indicated  [hloderate symptoms; medical Transfision, radiol ogic, Life threatening consequances; | Death

b o mhage intervention or minor andoscopic, or eledive urgent ine reention indicate d
cautenzation i ndicate d operative intervention indicated

Diefinition: A dizord er characterized by bleeding fomthe lower gastrointestinal ract (small intestine, |arge inte stine, and anus).

tialab o rpt on HMrered diet; oral int: nention habilitytoe aliment ade quately; | Lifke-threatening consequances; |Death
indicated TP Mindicated urgent inte e ntion indicate d

Definition: & dizord er characterized by inade quate absorption of nuine nts inthe smallinte stine. 5wnptoms include abdominal marked disoo mfort, blo ating and diamhea.

Mucositis oral Feymptomatic or mild Moderate pain; not inter#nng Sewsre pain; intere ing with oral | Lik threatening consequence 5; | Death
SWTIptoms | interiention not with oralintake; modifed diet irtake urgent ire reention indicate d
indi cated indicated

Definition: A dizord er characterized by inflammation of the oral mucoesal.

MNausea Lozs ofappette without Oral intake decreased without | hadequate oral calonc or uid -
atteration in eating habits significant weight loss, intake ;ube Eeding, TP, or

dehnydration or malnutrition hospitaliz ation indicate d

Dedfinition: A dizord er characterzed by a queasy sensation anddor the urge to vomit.

Ob struction gastric FAzymptomatic; clinical or Symptomatic; aktered Gl Hao spitalization indicated; Life threatening consequence s, | Death
diagnostic observations anly; function; limiting instrumental elective operative intervention  |ungent operative inte ne nbion
interwention not indicated AOL indicated; limiting selfcare AOL; |indicate d

dizabling

Definition: & dizord er characterized by blocka ge ofthe nomal dow ofthe contents in the stomach.

Oral cawity fistula Peymptomatic; clinical or Symptomatic; altered Gl Sewerely attered Gl function; Lie threatening consequence s; | Death
diagnostic observations anly, function TP M or hospitaliz ation indicated; |urgent inte rento nindicats d
intervention not indicate d elactive operative intervention

indicated

Definition: A dizord er characterized by an abnormal communication between the oral cawity and anotherorgan or anatomic site.

Oral dysesthesa lild dizcomfort; not interenng  |Moderate pain; interferng with  |Disabling pain; tbe feeding or | - -
with oral intake oral intake TP Mindicated

Dedfinition: A dizord er characterzed by a buming or tingling sen=ation on the lips, tongue or entire mouth.

Oral hemomrhage hdild; intervention not indicated  [hdoderate symptoms; medical Tran=fusion, rAadialogic, Li®-threate ning conzequences; | Death
intervention or minor endoscopic, or electiv urgent inte reenton indicate d
cauterization indicate d operative interenton indicated

Definition: & dizord er chaacter zed by bleeding fom the mouth.

Oral pain hild pain hloderate pain; limiting Sewere pain; limiting self care -
instrumental A0L AOL

Diefinition: A dizord er characterized by a sensation of marked discomirt in the mouth, tongue or lips.

Pancreatic duct stenosis FAeymptomatic; clinical or Symptomatic; aktered Gl Severely atered Gl function; Life-thre gtz ning consequence s, | Death
diagnostic obzenations only, finction tube feeding or hospialization  |ungent operative inte e nion
intervention not indicate d indicated; elective o perative indicate d

irtte re i on i ndicated

Definition: A dizord er charactedz ed by @ namowing ofthe lumen ofthe pancoreatic duct.

Pancreatic istula Feymptomatic; dinical or Symptomatic; altered Gl Severely albered Gl function; Lite-thre ate ning consequences; |Death
diagnostic obzenations only; finction tube faeding or TPH or ungent o perative inte re nion
intervention not indicate d hospitalization indicated; indicate d

alactive operatve intervention
indicated

Definition: A dizord er characterz ed by an abnommal communication between the pancreas and another argan or anatomic ste.

Paneoreatic hemaomh age lild; intervention not indicated  |Moderate symptoms; medical Transfusion, radiologic, Lie-threate ning consequences; |Death
intervention or minar andoscopic, or elective urgent ire reertion in dicate d
ca uterization indicate d operative inte reention indicated

Definition: A dizord er charactenz ed by bleeding fom the pancreas.

Panoreatic necrosis Tube feeding or TP Mindicated; | Life-threatzning consequences; |Death

radialogic, endo seopic, or urgent o perative i re re ntan
operative inte rention indicated | in dicate d

Definition: A dizord er characterzed by a necrotic process occuming in the pancreas.

Pancreatitiz Enzvwme elewation or mdiclogic | Sewere pain; wmiting; medical | Lik-threatening consequences; |Death
indings only intzrertion indicated fe g, urgent inte renton in dicats d

analgesia , nutritional support)
CTCAE 4.0-May 75, 006 :G astolesth aldkord £
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Gastrointestinal disorders

Grade

Mderze Evert

4

Definition: & dizord er characterized by inflammation of the pancreas.

Perodontal dizease

Gingival rece s=zion or gingitis;
limited bleeding on probing; mild
local bone o sz

Definition: A dizorder inthe gingihal tizzue around the teath.

hdoderate gingival recession or
gingivitis ; multiple stes of

bles ding on probing; mode rate
bone lo=s

Spontaneous bleeding ; sewere
bone loss with or without tooth
lozs; osteon ecrosis of maxilla or
mandible

Pertaneal necrosis Tube ®eding or TPM indicated; |Lik-threatening consequences; |Death
radiologic, endo seopic, or urgent opergtive s renton
operative intervertion indicated |indicated

Definition: & dizord er character zed by @ necrofic process occurming in the pertoneum.

Proctitis Rectal dizcomiort, intervwention | Symptoms (eg ., recal Severe symptoms; ecal Lit threatening consequencas; | Death
not indicated discomfort, passing blood ar urgen oy or stool incontinence;  Jurgent inte rention i ndicate d

muca); medical i nte re nan limitin g self care AOL
indicated; limiting instrumertal
ADL

Definition: A disord er characterzed by inflammation of the re cum.

Rec@l fismla Peymmptomatic; clinical or Swmipto matic; altered Gl Sewerely atered Gl functon; Li®threatening consequences; |Death
diagnostic obzenations only function TP M or hospitaliz ation indicated; |urgent inte reention i ndicate d
intervertion not indicated elective ope rative intenvention

indicatad
Diefinition: A dizord er characterized by an abnormal communication betwe en the rectum and ancother organ or an atomic site.
Rectal hemomhage hild; interwention not indicated  |hoderate symptoms; medical Transfision, radiologic, Lit threatening consequencas; |Death
intervention or minor endoscopic, or elective urgent irte ree rtion i ndicate d
cauteniz ation indicate d operative intervertion indicated

Definition: A dizord er characterzed by bleeding fom the rectal wall and discharged fromthe anus.

Rec@| mucositi= FAeymptomatic or mild Symptomatic; medical Severa symptoms; limiing self | Lie-threatening consequencas; |Death
Symiptoms; intervention not intervention indicated; limiting care A0L urgent operative inte nention
indicated instrurme ntal ADL indicated

Definition: A dizord er characterzed by inflammation of the mucous me mbrane ofthe rectum.

Reca| ne oo sz Tube ®ading or TP Hindicated; |Lig-threatening consequencas; |Death

radiolo gic, endo scopic, or urgent operative inte nention
operative intervertion indicated |indicated

Definition: A dizord er characterized by a necrofic process occuming in the rectal wall.

Rec@l obstruction FAeymptomatic; clinical or Symptomatic; attered Gl Hozpitalization indicated,; Lie-threatening consequences; |Death
diagnostic obzenations only function ; limitin g in stromental elective operative intervention  |urgent operative inte nention
intervertion not indicate d AOL indicated; limiting =elfcare ADL; |indicated

disabling

Definition: & dizord er characted zed by blockage ofthe nomal dow ofthe intestinal contents in the rectum.

Rectal pain Iufild pain hloderate pain ; limiting Severa pain; limitin g self care -

instrurme rial ADL AOL

Definition: A dizord er characterized by a sensation of marked discomiort in the rectal region.

Feca| perraton Symptomatic; medical Sevara symptoms; elective Lite-thre atening consequencas; |Death

intervention indicated opergtive intereenton indicated  |urgent o perative inte nention
indicated

Definition: A disord er characterzed by 3 rupture inthe rectal wall.

Rec@| ste nosis Feymptomatic; dinical or Swmptomatic; altered Gl Seweraly attered Gl functon; Li®-thre atening consequencas; |Death
diagnostic obzenations only; finction tub & feeding or hospialization  |ungent o perative inte e nton
intervertion not indicate d indicated; ele ctive o perative indicated

inte roe ndio n i ndicate d
Definition: & dizord er charactedzed by a namowing ofthe lumean ofthe rectum.
Rectal ulcer Feymptomatic; dinical or Symptomatic; attered Gl Severaly atered Gl function; Lit-thre atening consequencas; |Death

Dedfinition: & dizord er charagterzed by a circumsoibed, inflammatory and necroti ¢ erosive leson on the mucosal surface ofthe rectom.

diagnostic obzenvations only;
intervertion not indicate d

fanction (e.g. atered distary
habits, vomniting , diamrhea’)

TP Hindicated; electie
operative or endoscapic

inte rue rtio 0 i ndicate d; dizabling

urgent o perative inte nention
indicated
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Gastrointestinal disorders

Grade
Ndverze Evert 1 2 3 4
Retroperitoneal hemomhage Self-limited ; interention Transfision, me dical, mdiologic, | Lik threatening consequances; | Death
indicated andoscopic, or eledive urgent ine reention indicate d
operative intervention indicated

Definition: A dizord er characterized by bleeding fomthe reropertoneal area.

Zalivany duct inammation Slig bty thickened saliva; slighty | Thick, ropoy, sticky salia; Foute salivary gland necrosis; | Likethreatening consequances; | Death
atterad taste (e.g., metallic) markedhy alered @ste; s&ere secretion-induced urgent inte e ntion indicate d

atteration in diet indicate d; symptems (e.g.. thidk salivaloral

sacretion-inducad symptoms; secretion s or gagging), tube

limiting instrumental AOL #eding or TPHindicated ;
limiting zelf care ADL; disabling

Definition: A disord er characterdzed by inflammation of the salivary duct.

Salivary gland fisula Peymptomatic; clinical or Sympto matic; aktered Gl Sewerely attered Gl function; Liethreatening consequence s; | Death
diagnostic observations anly, function ;i be #eding indicated  |hospitalization indicated; urgent opergtive inere nton
intervention not indicated elactive operatiw intervention  |indicated

indicatad

Definition: A dizord er characterzed by an abnormal communication between a salivary gland and anoth er organ or anatomic site.

Small intestinal mu cositis Peymptomatic or mild Symipto matic; medical Sewere pain;intereing with oral | Lik threatening consequence s; | Death
SWTIptoms ; intereention not intervention indicated; limiting irtake ; ke £eding, TPM or urgent ire reenton indicats d
indi cated instrumenta | A0L hospitaliz ation i ndicate d; limiting

szlfcare AOL

Definition: A dizord er characterzed by inflammation of the mucous membane ofthe smallintestine.

Small intestinal obstrudtion Feymptomatic; elinical or Symptomatic; altered Gl Ho spialization indicated; Life threatening consequence s, | Death
diagnostic obzenations only, function ; limiting instrumental elective operative intervention  |ungent operative inte re nbion
irtervention not indicated AOL indizated; limiting self care ADL: |indicate d

dizabling
Definition: & dizord er characterdzed by blocka ge ofthe nommal dow ofthe intestinal contents.
Small intestinal perforation Syrmptomatic; medical Severe symptoms; elective Lite threatening consequence s; | Death
intervention indicated operative intervention indicated |ungent operative inte ne ntion
indicate d

Diefinition: A dizord er characterized by a rupture in the small inte stine wall.

Small intestinal stenosis Feymptomatic; clinical or Syrmptomatic; altered Gl Symptomatic and sewerely Life-threate ning consequences; | Death
diagnostic ohzenations only; finction atered Gl function; tube urgent operative intere nion
intervention not indicate d ®eding, TPM or hospitalization  |indicate d

indicated; non-emearge nt
operative intervention indicated
Definition: A dizord er characterzed by @ namowing ofthe lumen ofthe =mall i nte stine.
Small intestine ulear Peymptomatic; clinical or Symptomatic; altered Gl Sewerely attered Gl function; Lie-threate ning consequence s; | Death

Definition: A dizord er characterized by a circumsenibed, indammato

diagnostic observatons anly,
intervention not indicate d

function ; limitng in strumental
AOL

TP Mindicated; elective
operative or endoscopic
inte roe i on indicated ; limiting
sz|fcare ADL; disabling

urgent opergtive inte roe ntan
indicate d

ry and necrotic erosive lesion on the mucosal sur@ce ofthe small intestine.

Stomach pain

Iild pain

hloderate pain; limiting
instrumental A0L

Definition: A dizord er characterized by a zen=zation of marked discombrtin the stomach .

Sevare pain; limiting self care
AOL

Tooth dewelopment disardar

FPeymptomatic; hypoplasa of
tooth or enamel

mpaimment comeactable with oAl
urgery

ha [dewelopment with
impaimment not surgically
correctable; dizabling

Definition: A dizord er characterized by a pathological process of the testh oczuming durnng tooth dewelopment.

Tooth dizcoloration

Definition: A dizord er characterized by @ change in tooth hue or tint.

Surface stains

Toothache

Iild pain

hloderate pain; limiting
instrumental A0L

Definition: A dizord er characterzed by a zen=zation of marked dizcomfrt in the tooth.

Sevare pain; limiting s&lf care
AOL
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Gastrointestinal disorders

Grade
Nwerse Event 4 2 3 4
Typhlitiz Symptomatic (e g., abdominal | Lik-threatening consequences; |Death
pain, wer, change in bowel urgent opergtive inberenton
habits with il eus’; peritoneal indicated
Aqns
Definition: A disord er characterized by inflammation of the cecum.
Upperga strointestinal Mild; interwention not indicated  |Moderate swmptoms; medical Transfizion, Adiologic, Lie threatening consequencas; |Death
bz momhage intervertion or minor endoscopic, or el ctive urgent inte rvertion indicate d
cauteriz aion indicate d operative intervention indicatad
Diefinition: A disord er character zed by bleeding fomthe upper gastrointestinal tract (o ral wawity, pharym, esophagus, and stormach).
Wi Titing 1 - 2epizodes (separated by S |3 -6 episodes (separated by | #=6 epizodes (separated by 5 | Lik-threatening consequences; |Death
mingteslin 24hrs minutes]in 24 hrs minutes)in 24 hrs;tube feeding , [urgent inte nention indicate d
TP M or hospitaliz ation indicated
Definition: A disord er characten zed by the redaxive act of ejecting the contents o fthe stomach through the mouth.
Gastrointestinal disorders - Poymptomatic or mild hioderate; minimal, local or Sewere or medically signidfcant | Ligthreatening consequences; |Death
Other, specify symptoms; dinical or diagnostic |nonina sive intervention bt miot imme digtely life- urgent inte rertion indicate d

observations only; interwention
not indicated

indicated; limiting age-
appropriate insrumentz| ADOL

thraatening ; hospitalizgton or
prolon gation of existing
hospitalization indicate d;

dizabling ; limiting selfcare ADL
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General disorders and administration site conditions

Grade
Bdverse Event 1 2 3 4 b
Chill= hdild san=ation ofoold; hdoderate tremor ofthe entine Severa or prolonged, not -
shivering; chaterng of teeth bady; narcotics indicated responsiveto narcotics
Definition: A disord er characterized by a sen sation of cold that o ten marks a physiologic response to sweating a ter a fewer.
Death neonaal | | | | |Death
Diefinition: A disorder characterzed by 2 szation of life eccuring duringthe drst 28 days of life.
Death MO 3 | - l | |- |Death
Definition: A cessation of lie that cannot be atiributed to 3 CTCAE term associated with Grade 5.
Edema face Localized facial edema hdoderate localized fdal Sewvere zwelling; limiting self -
adema; limiing in strumental care ADOL
AOL
Definition: A disord er characterized by swelling due to excessive duid 3 ccumulation in fad altisaues.
Edemalimbs A - 10% inter-limb diserepancy [ =10 - 20% inter-limb *30% inter-limb discrepancyin. |-
in volume or drocumference at |discrepancyin wolume or wn lume; gross deviation from
point of greatest wsible circurmferan e 3t point o f niormal anatomic contour;
diference; swelling or greatest wisible diference; limiting s&lf care ADL
ob=curation of a nato mic readily app arent obscuration o f
architecturs on close inspeciion |anatomic archibecturs;
obliteration of skin falds; readily
apparent devation from normmal
anatomic contour; limiting
instrumentz | AOL
Definition: A disord er characterized by sawelling dus to excessive duid a coumulation in the upper or lower extremities.
BEdematrunk Swelling orob scuration of Feadily apparent obscuration of | Gross desdation from nomal -
anatomic archite cture on close  |anatomic archibecturs; anatomic contour; limitng self
inspection obliteration of skin #®lds; readily [care ADL
apparent dewation from normal
angtomic contour; limiting
instrumentzal A0L
Definition: A dizorder charactenzed by swelling due to excessive uid acxumulation in the Tunk area
Facial pain Iufild pain hoderate pain; limiting Severe pain; limiting elf cane -
instrumental AOL A0OL
Definition: A disord er characterized by a sen sation of marked discomiort in the face.
Fatigue Fatigue relieved by rest Fatigue not reliewe d by rest; Fatigue not relie wed by rest, -
limiting i nstrumental A0L limiting =elfcare AOL
Definition: A disord er characterized by 3 state of generalized we akness with 3 pronounced inabilibrto summon suficient energ yto accomplish daily activitie s,
Fever 280 -390 degreas C (10004 - [*390 - 40.0 degrees C102.3 - | »40.0 degrees C (>1040 00 dagrees CCx104 0 Dieath
102 2 degrees F) 104.0 degraes F) degrees Fifor <=24 hrs degraes F) for 24 hrs
Definition: A dizord ercharacterized by elevation ofthe body's temperature abowe the upper limit of normal.
Flu like symptoms tlild fu-like symptoms present.  [Moderate symptoms; limiting Sewere symptoms; limiting self |-
instrumentzal A0L care A0OL
Definition: A dizord er characterized by a group of symptoms similar to those observed in patients withthe fu. tincludes Ewver, chills, body aches, malaize, loss of appetite and dry
cough .
Gait disturbance ild change in gait (e g ., wide- [Moderate change in gait (2.9., | Disabling; limiting =elf care ADL |-
based, limping or hobbling) wide-based , imping or
hobbling; 3 ssistive device
indicated; limiting instrumental
AOL
Definition: A dizord er characterized by walking difficuti es.
Hypothermia 35 - #3532 degrees C; 85 - #8906 (32 - >28 degrees C; 896 - =28dagreas C ;82 4 degrees |Death
degrees F #8274 degrees F F; life-threatening
consequUances (& 4., coma,
hypotension, pulmonany edema,
acidemia, ventricular ibrillation])

Definition: A disord ercharacterized by an abnomally low bodytemperature. Treatment is required whenthe body te mperature is 35C (B5F) or balow .
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General disorders and administration site conditions

Grade
Boverse Event 1 2 =] 4 5
Infusion related reaction Mild transient re action; infusion | Therapy or infusion intemuption | Prolonged (e.., not @pidly Li®threatening consequences; |Death
intermu ption noot indicated; indicated but resp onds prompthy [responsive to synptomatic urgert irte rertion i ndicata d
intervention not indicated to symptomatic treatment (2 3., |medication andfor bref
antihismmines, NSAIDS, intermuption of insion’;
narcotics, %W Auids); prophactic |recumence of symptoms
medications indicate d for <=24  [#llowing initial improwvement ;
hrs hiospitaliz gtion indicate d for
dinical sequelas
Definition: A disord er characterized by adwerse reaction to the infision of phamacological or biological substances.
Infusion site axtravasation - Erythema with associated Uceration ornecross; sewvere | Lik-threatening consequences; |Death

Definition: A disord er characterized by leakage of a phamacologic

symptoms (&.9., edema, pain,
induration, phlebitis)

erythema, swelling , buming sen=ation and marked discomiort at the infusion ste.

tizzue damage; operative
intervention indicated

urgent inte ruention i ndicated

or 3 biologic substance fomthe infison site into the sumounding tissue. Signs and sympto ms inclde indurat on,

Injection site reaction

Definition: A disorder charactenized by an intense adwerse readion

Tendemess with or without
assodated symptoms (&g .,
warmith, erythema, itching)

Pain ; lipodystrophy; edema;
phleb itz

fuzually immunalogic) dewvela ping

Llceration ornecrosis; sewera
tizsue damage; operative
intervention indicated

atthe dAte ofan injecton .

Life -threatening conseaquence =;
urgert inte e o n indicate d

Death

Irvitability

Definition: A disord er characterized by an abnormal re sponsiveness to stimuli or physicological arousa

condition .

Iild; & asily consolable

hoderate; limiting instrumental
ADL; increas=d atention
indicatad

Severe abnomal or exeessve
response; limiting self care ADL;
inconsolable

|;maybe in response to pain, fight, a drug, an emotional situation or a medical

Lo calized edema

Definition: A dizord er characterized by awelling due to excessive 1u

Localized to dependent areas,
ni dizability or functional
impaiment.

hoderate localized edema and
intervartion indicatad; limiting
insrumertal AOL

Sewvere localized edema and
interwe rtion indicated; limiting
zelfcare ADL

id aczumulation at a specific anatomic ste.

fialaiz=

Uneasinezs orlack of well being

Uneasiness or lack afwell
beeing ; limiti ng instrumental A0L

Definition: A disord er characterized by a feeling of general discomfort or uneasiness, an out-of-sorts Eeling.

tutti-organ Gilure - Shock with 3zotemia and acid- | Lik-threatening consequences | Death
base disturbances; signifcant (e g., vasopressor depe ndent
cod quiation abnomalities and aoliguric or anuric or
izchemic colitis orla ctic
Fuid osi=)
Definition: A disord er characterized by progre ssive deterioration ofthe lungs, lier, kidney and dotting mechanizms.
Meck edema Aeymptomatic localized nedk Moderate neck edema; slight Generalized neck edema (e.g., |- -
adsma obliteration of anatomic difficultyin tuming nech;

landmarks; limiting instrumental |limiting self care ADL

ADL
Definition: A dizorder charaetenzed by swelling due to an accumulation of excessive duid inthe neck.
Mon-cardiac chest pain tild pain hoderate pain ; limiting Severa pain; limiting self cane - -

insrumertal ADOL AOL
Definition: A dizord er characterized by dizcomfort in the chest unrelated to aheart dizorder.
Pain ild pain hoderate pain; limiting Sewere pain; limiting self cane - -

insrumenal ADOL A0L
Definition: A disord er characterized by the zen=ation of marked discomiort, distress or agony.
Sudden death MOS - |- Dieath
Definition: Anunsxpacted ces=ation of lik that cannot be atributed to a CTCAE temm associated with Grade 5.
General dizordars and FAsymptomatic or mild hoderate; mini mal, local or Severa or medically significant | Like-threatening consequences; |Death

ad ministration site conditions -
Cther, specfy

symptoms; dinical or diagnostic
obsenations only; intervention
not indicated

noninwasive intervention
indizated; limiting age-
appropriate instumental AOL

bust not imime digtely life-

threate ning; hospializationor
prolongation of existing
hospitalization indicatad;
dizabling; limiting self care AOL

urgent ire rention indicate d

CARTISTEM®

CTCAELO-Nay 3B, 2009 Geverdldkonde & 3nd adm b Efaton sHe condiions

et

page 80 of 137

CONFIDENTIAL: These all contents herein are the sole property of MEDIPOST Co., Ltd. Any reproduction or
distribution of this document without the written consent of MEDIPOST Co., Ltd is prohibited. Copyright © 2017
MEDIPOST Co., Lt




Hepatobiliary disorders

Grade
Moduerse Evert 1 2 2 4 Bl

Bile duct stenoss FAeymptomatic; clinical or Symptomatic; atversd Gl Severaly atterad Gl function; Life threatening consequences; |Death
diagnostic obzanations onlhy; fnction ; I fluids indicated <24 (madiologic, endo scopic or urgent operative interenton
intervention not indicatad hr= slactve operatwe intervention  |indicatad

indicated
Definition: A dizord er characterized by a namowing of the lumen of the bile dud.
Biliary fistula - Symptomatic and intere rbon Severaly attared Gl function; Life threatening consequences; |Daath
not i ndicate d TP M indicated; endoscopic urgent operative ints re ntion
intervention indicated; elective  |indicatad
operatve intervention indicated
Definition: A disord er characterized by an abnormal communication betwe en the bile duds and another organ or anatomic ste.
Chole cystiti= - Symptomatic ; medical Severe symptoms; adiologic, | Lik-threatening consequances; | Death
intervention indicated endozcopic orelective operative |urgent operative inte re ntion
intervention indicated indicated

Definition: A disord er characterized by inflammation inwlving the gallbladder. k may be associated with the presence of gallstones.

Gallbladd er istula Aoyrptomatic clinical or Symptomatic and inbe ree rti on Symptomatic or sewerely altered | Lik-threatening consequences; | Death
diagnostic obsenations anhy; ot indicate d Gl function; TPH in dicated; urgent operative ints rention
intervention not indicated radiolagic, endo scopic or indizated

elective operative intervention
indicated

Definition: A disord er characterized by an abnormal communication betwe en the gallbladder and another ongan or anatomic sie.

Gallbladd er necrosis - - Lie threatening consequences; | Death

urgent radiolo gic or ope ratise
inte rention indicate d

Definition: A disord er characterized by @ necrotic process occuming in the gallbladder.

Gallbladd er obstruction Asymptomatic; clinical or Symptomatic; attered Gl Symptomatic an d sevensl Life threatening consequences; |Death
diagnostic obsanations only; function ; I fluids indicated <24 [ahtered Glfunction; tube urgent operative ints e ntio n
intervention not indicate d hrs fading, TPH or hospitalization  |indicatad

indic:ated; non-emergent
operative intervention indicated

Definition: A disord er characterized by blockage ofthe nomal dow ofthe conterts ofthe gallbladder.

Gallbladd er pain tdild pain Moderate pain; limiting Severe pain; limitn g self care

instrumenta | ADOL AOL

Definition: A dizord er characterized by a sensation of marked dizcomfort in the gallblad der region .

Gallbladd er parforation - - Li®-threat=ning consequencas; |Death

urgent irte ree rton in dicated

Definition: A disord er characterized by a rupture in the gallbladderwall.

Hepatic: failu re Feterinis; mild encephalopathy; |Moderateto sewre Death

limiting selfcanre AOL encephalopathy; coma; like-
threate ning consequences

Definition: A dizord er charactenized by the inability ofthe liver to metabolize chemicals in the body. Laboratorytest results reveal abnormal plasma lewels of ammoenia , bilin bin, lactic

de hydrogenase, and alkaline phosphatase.

Hepatic hemamhage Mild; intervention not indicated | Symptomatic; medical Transfusion indicated Lie-thre atz ning consequences; | Death

intervention indicated urgent irte ree rtion in dicated

Definition: A disord er charasterized by bleeding fom the liwer.

Hepatic necrosi= - - Lite-thre ate ning consequences; | Death

urgent radialagic or ape r3tw
interwention indicat: d
Definition: A dizord er characteriz ed by a necrotic proces:s occuming in the hepatic parenchyma .
Hepatic pain Ifild pain Moderate pain; limiting Sewere pain; limiting seIf cane
insrumenal A0L AOL
Diefinition : A disord er characterz ed by a zenzation of marked discom¥rt in the liver ragion.
Perforation bile duct - - Fadiologic, endoscopic or Life-thre atzning consequences; |Death

slactive operative intervention
indicated

Definition: A disord er characterized by a rupture inthe wall ofthe extrahepatic or intrah epatic bile duc,

urgent o perative ints re ntion
indicatad
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Hepatobiliary disorders

Grade

Dokerse Event

2

3

4

Paral bypertan sion

Definition: A dizorder characterized by an incraase inblood pressure in the poral venous system.

Decregsed portal wein flow

Reversal fetrograde portal win
1ow; associgted with varces
andfar ascites

Life-threatening conseque nces;
urgent irte reenton indicate d

Death

Partal wein thrombosis

Definition: A dizorder charasterized by the formation of a thrombus

hterwention not indicatad

(blood clot’in the portal win.

e dical i e roe rtio noin dicate d

Lie-threatening conseque nces;
urgent irte reenton indicate d

Death

Hepatabiliary disorders - Other,
specify

Asymptomatic or mild
symptoms; dinical or diagnostic
observations only; irtenention
not indicated

Moderate; minimal, local or
nonin wa sive interention
indic:ated; limiting age-
appropriate instrumental ADL

Seweare or medically signidcant
bt not imme digtehy life-
threatening; hospitalization or
prolongation of existing
hospitalization indicated;
dizabling ; limiting =self care ADL

Li®-threatening conseque nces;
urgent irtsreention indicate d

Death
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Immune system disorders

Grade
Boerse Event 1 2 2 4 Bl
Alengic reacton Tranzient fushingorrash, drug | nterwention or infusion Prolonged (&.9., not @pidly Li®threatening consequences; |Death

fewer <38 degrees C (<1004 intermuption indicated ; responds [responsiveto swnptomatic urgent irte re nton indicate d
degrees F); intervwention not prompthyto symptomatic medication anddor brief
indicated treatment (e.9., antihisamines,  |intermuption ofinfision’;

MEAI0S, narcatics); recumence of symptoms

prop hla dtic medications llowing initial imp rowvement;

indicated for <=24 hrs hospitaliz gtionindicate d for

dinical sequelae fe.g., renal
impaimment, pul manary

infitrates)

Definition: A disord er characterized by an adwverse local orgeneral respon e from espo sureto an allargen.

Snaphylaxis - - Symptomatic bronchospasm, Lit -thregtening consequences; |Death
with or withaout urticania; urgent inte rention indicatad

parenteral interwenton
indicated; allergy-related
edema/angio edema;
hypotension

Definition: A disord er characterized by an acote inflammatony reaction resulting from the releas= of histamine and histamine-like subsanc s fom mast cells, causing a by ersensitivity)
immune respon=e. Clinically, it presents with breathing difficatty, dizziness, hypotenszion, cyanosis and loss of consciousness and maylead to death.

Futoimmune disorder Aeymptomatic; serologic or Evidence of autoi mmune Agtoimmune reactions inwvalving | Lik -threatening consequences; | Death
other evidence of amtoimmune  |regction involving a non- major organ [e.g., calitis, urgent ine rention indicated
regction, with normal argan ezzantial organ or ndion (2.9., [@nemia, myocarditis, kidney)
function; inte renton not hypothymoidism)
indicatad

Definition: A disord er resulting from loss of function or izsue destnaction of an organ or mutiple organs, arising from humeral or cellular immune responses ofthe individual to his own
[tizoue constibsents,

Coytokine release syndrome hdild reaction; infusion Therapy or infysioninterruption | Prolonged (e.q., not @pidhy Lite-threatening consequences; |Death
intermu ption not indicated; indicated but responds promptly |responsive to symptomatic pressoror wentilatory supp ort
intervention not indicated to symptomatic treatment fe 9.,  |medicaton andsbor brief indicated

antihisEmines, N5 A 05, intermuption ofinfusion);

narcatics, [WAuids); prop hyladtic |recumence of symptoms
medications indicated for <=24  |ollowing initial i mp rowvement;
hrs hospitaliz gtionindicate d for
dinical sequelae fe.g., renal
impaimment, pul manarny

infitrates)
Definition: A disord er character zed by nausea, headache , @ chycandia , hypotension, @sh, and shortness ofbreath; it is caused bythe release of cgokines fomthe cells
Semum sichness FAeymptomatic; clinical or hoderate arthralgia; fewver, ash, | Sewere arthralgia or arthritis; Lit-thregtening consequences; |Death
diagnostic abservations on by urticaria, anthistamineas extensive rash; steroids or I |pressor or wentilatory support
intervention not indicated indicated 1uids indicated indicated

Definition: A disord er character zed by a delayed-type hyp ersensitivity reaction to foreign proteins derwed fom an animal serum. koccars approximately sixto twentyone days
following the administration ofthe foreign antigen. Symptoms include fewver, arthralgias, myalgias, skin e options, vmphade nopathy, chest marked discomfort and dyspnea.

Immune system disorders - FAesymptomatic or mild haderate; minimal, local or Severe or medically significant | Lik -threatening consequences; | Death
Cither, spoec fiy symptoms; dinical ordiagnostic |noninwsive intervention bt not imime diately life- urgent inte e ntion indicated
observations only; intervention  [indicated; limiting age- threatening; hospitaliz atonor
not indicated approprigte instrumental ADL prolongation of existing

hospitaliz gtio nindicate d;
dizabling ; limiting zelfcare ADL
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Infections and infestations

Grade
fduerse Evert 1 2 =) i 3
Ahdominal infection I antibiotic, antifungal, or Lite-threatening consequences; |Death
antiviral interertion indicated;  |urgent inte rentio nindicate d
radialogiz or operative
intervention indicated
Definition: & dizorder cha racterized by an infedtious process inwolving the abdominal cavity.
Anorectal infection Localized ; local inte e rtion Oral irtervention indicated (e.g., | M antibiotic, antfungal, or Lite-threatening consequences; |Death
indicated antibictic, antifungal, antivirall  |antivical intere nionindicated;  (ungent itz nention indicated
radiolagic, endo scapic, or
opergtive intervention indicated
Defintion: & dizorder characterized by an infections process involving the anal area and the rectum.
Fppendicitis I antibiotic, antifungal, or Life -threatening consequences; |Death
antiviral intenention indicated;  |urgent inte rentio n indicate d
radiol ogic or operative
intervent on indicated
Definition: & disord er cha racterized by acute inflammation to the wenmifom appendix caused by a pathogenic agent.
Fppendicitis pe rorats d Sympto matic ; medical Severa Synptoms; electve Lite-threatening consequences; |Death
intervention indicated operative intervention indicated |urgent inte reentio nindicate d
Definition: A disorder characterized by acute inflammation to the wnmiom appendix caused by a pathogenic agent with gangrenou s changes resulting inthe opture of the
ap pendiceal wall. The appendiceal wall rupture causes the relea = ofinfammatory and bacterial contents fom the appendiceal lumen into the abdo minal cawity.
Prtentis infe cive I antibiotic, antifungal, or Lite threatening consequences; |Death
antiviral interwention indicated;  (ungent inte nento nindicate d
radiola gic or oparatiw
intere ntion indicated
Defintion: A dizorder characterized by an infections process involving an arteny.
Biliarytract infecton I antibiotic, antifungal, or Lie-threatening conzequences; |Death
antivral interwenton indicated;  [ungent inte nento nindicate d
radiala gic or operative
ine rue it on indicated
Definition: A disorder characterized by an infections process involving the biliary tract.
Bladder infection Oral intervention indicated (e.g., | b antibiotic, antifungal, or Lite-threate ning consequences; |[Death
antibictic, antifungal, antiviral)  |antiviralinterentionindicated;  |urgent inte rentionin dicate d
radiala giz, endo szapic, or
operative interverton indicated
Definition: & disorder characterized by an infedtious process involving the bladder.
Bone infedion I antibiotic, antifungal, or Life-threatening consequences; |Death
antiviralinterentonindicated;  |ungent inte rentio n indicated
radiala gic or ope rative
irte e it on- indicated
Definition: A dizorder characterized by an ink ctious progess involving the bones.
Bre a=t infedtion Local infection with moderate Severa infection ; asillary Lite-thre atening consequences; |Death
symptoms; oral intervention adenitiz; k' antibactenal, urgent inte rentio n indicate d
indicated (e.g., antibiotic, antitun gal, or antiviral
antifungal, antivral) inte rue i on - indicated
Definition: & disorder characterized by an inke ctious process inwvolving the breast.
Bro nehial infection hioderate swmptoms; oral I antibiotic, antifungal, or Lite-thre atening consequences; |Death
intervention indicated (z.g., antiviral interwention indicated ;  |urgent i nte ree ntio nin dicate d
antibictic, antifungal, antiviral)  |radiols gic, endo scopic, or
opergtive ire rention indicated
Definition: A dizorder charactenz ed by an inke cious process involving the bronchi.
Catheter related infection Lacalized; local intervention I antibiotic, antifungal, or Lit-thre atz ning consequences; |Deaath
indicated; oral inte nenton antiviral interwention indicated ;  |urgent i nte reentio nin dicate d
indicated e.g., antibiotic, radiola gic or ope ratiw
antifangal, antivral) inte rue ntio n i ndicats d
Definition: A disord ercharactenz ed by an inke cious process that anses seoondaryto catheter use.
Cecal ink ction I antibiotic, antifungal, or Lite-thre atz ning consequences; |Death
antiviralinterwenton indicated ;  |urgant inte reentio n in dicate d
radiola gic, endo scopic, or
operative inte re ntion indicated
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Infections and infestations

Grade
Ackerse Evert 1 2 2 4
Definition: & disord er cha racterized by an infactious process imvaldng the o oum.
Cerviciiz infedion - Localized; local interwention P antibiotic, antifungal, or Life threatening consequence s; | Death
indicated (e.g., topical antbiotic, |antiviralinte nention indicated;  (ungent inte ne ntio nindicate d
antifungal, orantimwral radiologic ar op erative

intervention indicated

Definition: A disorder cha racterized by an infectious process imaling the werne oz ris.

Conjundtivitis infecte - Localized; local interwention I antibiotic, antifungal, or Life threatening consequences; |Death
indicated (e.g., topical antbiotic, |antiviral inte nentionindicated;  (urgent interoe ntio nindicate d
antifungal, orantimwral radiol ogic or op erative

intervention indicated

Definition : A disorder characten 2ed by an infectious process invalving the conjunctiva. Clinical mani £statons include pink or red color in the ewes.

Corme al infe ction - Localized; local intervention I antibiotic, antifungal, or Lie threatening consequence s; | Death
indicated (e.g., topical antbictic, |antivral inte entionindicated;  (urgent inte re ntio nindicate d
antifingal, orantiviral) radiologic or op erative

interverd on indicated

Definition: A disorder characten zed by an infectious process invalving the cornea.

Cranial nerve in &ction - - I antibiotic, antfungal, or Lie threatening consequence s; | Death
antivral imte nentionindicated;  Jungent inte re ntio nindicate d
radiolo gic or op erative
interve i on indicated

Definition: A disorder characten zed by an infectious process immlving a cranial nerve.

Dievice nelated infkction - - I antibiotic, antifungal, or Lie threatening consequence s; |Death
antivral imerwentonindicated;  |ungent intere ntio nindicate d
radiolo gic or op erative
interue it on indicated

Definition : A disorder characten zed by an infectious process imolving the use of amedical dewice.

Duodenal infecton - toderate symptoms; me dical I antibiotic, antfungal, or Lie threatening consequence s; |Death
intervertion indicated (e.g., oral |antiviralinterentonindicated;  (urgent irte re ntio nindicate d
antibiotic=) radiolo gic or op ergtive

inite rue rdi on indicated

Definition : A disorder characten z2ed by an infectious process invalving the duode num.

Encephalitiz infection - - I antibiotic, antifungal, or Lie-threate ning consequence s; | Death
antivral interwentonindicated;  Jungent inte re ntio nindicate d
zeyere changes in mental
status; selflimited seizure
activity; focal neurologic
abnormal ite s

Definition: & disord er cha racteri zed by an infedtious process imvoluing the brain tissue.

En cep halomyelitis infection - - I antibiotic, antifungal, or Lik-threate ning conzequences; | Death
antivral interwentonindicated;  Jungent intere ntio nindicate d
radiola gic or operative
inbe ree i on indicated

Definition : A disord er cha racter zed by an infkedious process imulving the brain and spinal cord tissues.

En docanditi= infective - - ' antibiotic, antifungal, or Li®-thre gtz ning conzequences; | Death
antivral interwentonindicated;  Jungent intere ntio nindicate d
radinlo gic or operative
inbe rve it on indicated

Definition: A disorder cha racteri zed by an infedious process immlving the endocandial layer ofthe heart.

En dophthalmitis - Local intervention indicated Shyetemic intervention or Blindne == (204200 or worse)) -
haspitaliz ation indicate d

Definition : A disorder characterized by an inkedtious process invalving the inte mal stroctures ofthe ewe.
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Infections and infestations

Grade
Bdverse Evert 1 2 3 4

Enteronliti= infectious - Passage of *3unfmed stools | b antibiotic, antfungal, or Life threatening consequence s, | Death
per 24 hrs or duration ofillness  |antiviral inte nentio nindicated;  |urgent ime e nton indicatz d
*382 hrs; mod erate abdominal radiologic, endoscopic, or
pain operative intervention indicated;

profuse watery diarrhe 3 with
signs of hoyp oo lemia; blood y
diarrh ea; fever; sewerna
abdominal pain; ho spialization
indicated

Definition: & disorder characterized by an infedtions process involving the small and large intestines.

Esop hageal infection - Local intervention indicated I antibiotic, antifungal, or Life threatening consequence s; | Death
{e.g., oral antibiotic, antifungal ,  |antiviral inte e nton indicated;  (urgent inte nenton indicated
artiviral) radiologic or op erative

intervention indicated

Definition: A disorder characterized by an infedtious process involving the esophagus.

Eye infection - Localiz ed; local intervention I antibiotic, antifungal, or Lite -threatening consequance s, | Death
indizated (e.g., topical antibiotic, |antiviral inte nentionindicated;  (urgent inte nenton indicated;
antifangal, orantiviral) radiologic or op ergtive anuclaation

interverd on indicated
Definition: & disorder characterized by an infadtious process involving the e .
Gallbladd er ine ction - I antibiotic, antifungal, or Lite threatening consequence s, | Death
antiviral inte reentionindicated;  |urgent inte roe o n indicate d
radiole gic, endo seopic, or
operative intervention indicated
Definition : A disorder character zed by an infedious process involving the gallbladder.
Gum infection Local therapy indicated (Swish  |hModerate symptoms; oral I antibiotic, antifungal, or Lite threatening consequences; | Death
and swallow’) intervention indicated (e.g., antivral interventonindicated;  Jurgent inte mention indicate d
antibiotic, antifungal, antiviral)  Jradialogic or op erative
interve i on indicated
Definition: A disorder characterized by an infedtious process involving the gums.
Hepatic ink dtion - I/ antibiotic, antifungal, or Lif threatening conzequences; | Death
antiviral interventionindicated;  [urgent imte nenton indicatz d
radiolo gic or op erative
inte rue rdi on indicated
Definition: A dizorder character zed by an infectious process involving the liver,
Hepatitis wiral Asyimptomatic, Teatme nit not Symptomatic liver dysfunction; | Decompensated liver L nction Death
indicated ibrosis by biopsy, compensated ({24 ., 3scites, coagulopath iy,
dirhosis. reactivation of chronic |ence phalopathy, coma))
hepatiti=

Definition : A disorder characteri zed by 3 viral pathologic process involving the liver parenchyma.

Infiective myositis - Lozalized; local interventon I/ antibiotic, antfungal, or Lie-threate ning consequence s; | Death
indicated (e.g., topical antibictic, |antivralinterwentonindicated;  (urgent irte nenton indicated
artifingal, orantiviral) radiolo gic or operative

inite rue rd on indicated

Definition : A disorder characteri zed by an inke dious process involving the sheletal muscles.

Ioirt infection - Localiz ed; local interventon Arthroscopic intervention Lite-thre gtz ning consequence s, | Death
indizated; oral inte e ntion indicated (e.g., drainage) or urgent irte reention indicate d
indicated (e.g., antibictic, arthrotomiy (2.9, open surgical
antifangal, antiwraly; nee dle drainage)
aspiration indicated (single or
multiple])

Definition: A dizorder characterized by an ink dious process involving a joint.

Fidney in Ection - I/ antibiotic, antifungal, or Life-thre ate ning consequence s, |Death

Definition : A disorder characteriz ed by an inke dious process involving the kidney.

antivral interventon indicated ;
radiolo gic, endo scopic, or
opergtive irte rention indicatsd

urgent ire renton indicatz d
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Infections and infestations

Grade
fidverse Evert 1 2 3 i 3
Larngiti= Moderate symptoms; oral fw' artibiotic, antifungal, or Life-threatening consequences; | Death
intervention indicated fe.q., artiviral inte e ntion indicated;  |urgent inte nention indicate d
antibiotic, antifungal, artivrall  |Adiologic or operatie
irtervention indicated
Defintion: & disorder cha @cterized by an inflammatory process invalving the lamnx.
Lip in®ction Localized , local inte roe rtion Oral intervention indicated (e.q., | M artibiotic, antifungal, or
indicated antibiotic, antifungal, artivrall  [antivral i rte re ntion indicated;
radialogic or op erative
intervention indicated
Definition: A disorder characterized by an infedtious process invalving the lips.
Lung ik ction Moderate symptoms; oral fw' artibiotic, antifungal, or Lite-threatening consequences; | Death
intervention indicated (e.g., antiviral irte nention indicated;  |urgent inte mention indicate d
antibiotic, antifungal, artivral) radiologic, endoscopic, or
operative intervention indicated
Defintion: A disorder char@cterized by an infedtious process invalving the lungs.
Lymph gland in#ction Localized; |ocal intervention I antibiotic, antifungal, or Li®-threatening consequences; | Death
indicated (e.g.,topical artbictic, [antivralinte nentionindicabed;  Jurgent inte reention indicate d
antiiingal, orantivral) radiologiz or op erative
interventon indicated
Definition: A disorder characterized by an infectious process invalving the lwmph nodes.
hiediastinal infection - I antibiotiz, antifungal, or Life-threatening consequences; | Death
artivral irterwention indicated;  |urgent inte rention indicate d
radialo gic or op erative
interwention indicated
Definition: A disorder characterized by an infectious process invalving the mediastinum.
tlzningit = - I antibiotiz, antifungal, or Lie-threatening consequencas; |Death
antivral interwenton indicated;  [ungent interenton indicat: d
radiologic or op erative
irte mozntion indicated; focal
neurologic dedcit
Definition: & disorder char@cterized by acute inflammation ofthe meninge s ofthe brain and&r zpinal cord.
hiucozal ink ction Localized, local interenton Oral intervertion indicated (z.q., | M antibiotic, antifungal, or Life-threatening consequences; |Deaath
indicated antibiotic, antifungal, artivral) artiviral interwention indicated;  [urgent inte reention in dicate d
radiologic or op erative
irte ruention indicated
Definition: A disorder cha @cterized by an infedtious process invalving 8 muoo sal surface.
Mail infection Localized, local inte ree ntion Oral intervention indicated {e.g., | artibiotic, antifungal, or
indicated antibiotic, antifungal, artivral) antiviral intervention indicated;
radiologic or operatie
ire muention indicated
Defintion: A disorder char@cterized by an inledious process invalving the nail .
Hitiz extema Localized; local intervention I artibiotic, antifungal, or Life-thre atening consequences; | Death

Definition: A disorderchaacterzed by an infke dious process inwalvi
and cuts in the ear canal. Symptoms include fullness, tching, swelli

indizated (e.g., topical antibiotic,
antiingal, orantiviral)

antiviral interwentio n indicate d;
radialogic or operative
irte mozntion indicated

urgert inte mention in dicate

ng the outerear and ear canal. Conmbutory Bators indude excessive water exposure (swimmer's earinkdion)
ng and marked discomiort in the earand ear drainage.

Citis media Localized; |oal intervention I artibiotic, antifungal, or Life-thre atening consequences; |Death
indizated (e.g., topical antibictic, [antivral interwention indicated ;  Jurgent i nbe roentionin dicate d
antiingal, orantiviral) radiolo gz or operative

irte oz ntion i ndicated
Definition: A disorder cha acteriz ed by an inke dious process invalving the middle ear.
Crvarian iniection Localized; | ocal interwention I antibiotiz, antifungal, or Lie-thre atening consequences; |Death

indizated (e.g., topical antibictc,
antiingal, orantiviral)

Definition: A disorder cha@cerzed by an inkedious process invalving the owany.

antiviral interwention indicated ;
radiolo gic or operative
irte rue o n i ndicate d

urgent i nte rvention in dicate d
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Infections and infestations
Grade
Mokerse Event 1 2 2 4 3
Pancreas infection - I antibiotic, antifungal, or Li threatening consequences; | Death
antivral inte nention indicated;  |urgent inte rention indicated
radiologic or op erative
intervention indicated
Definition: A dizorder characterized by an infectious process involving the pancreas.
Pa pulopustular rash Papules andfor pustulas Papules andsir pustules Papules and for pu stules Papules and/for pustules Death
coverng <10% BSA, which may |cowerng 10-20 % BSA, which covering 207 BS54, which may |coverng any % BSA which
or may not be azzociated with  |mayor maynot be azsociated  |or mawnot be associated with  [may or may not be associated
SWTIptom:s of prurtus or with symptoms of prurtus or Symptom:s of prurtus or with symptom:s of prurtus or
tandernass tendemess; associatad with ten deme ss; limiting salfcare tandemess and are associgtad
psyehosocial impact; limiting AOL; associated with local with extensive s pernfection
instumental A0L sy perinfecton with oral with M antibiotics indicated ; life-
antibictics indicated thre gte ning oo nsequen cs

Definition: A dizorder character zed by an enuption consistng of papulz = (3 small, @ised pimple) and pustules (@ amall pus dlled blister), typically appearnng in Boe, scalp, and upper

chest and back Unlike acne, thiz msh does not pre zant with whitehead s or blackheads, and can be symptomatic, with itchyor tender lesions.

Paronychia Mail #21d edema or enghema; Lacalized intervention indicated; | Surgical intervention or I

dizruption of the cutide oral intervention indicated (=.g., [antibiotics indicated; limiting s=alf
antibiotic, antifungal, antivral ; care A0L
nail fold edema or erythema
with pain; assocated with
dizcharge or nail plate
separation; limiting in srumental
ADL

Definition: A disorder character zed by an infedtious process involwing the soft tissue s around the nail.

Pehic infection Moderate symptoms; oral I antibiotic, antifungal, or Lif-threatening consequences; | Death
intervention indicated (2.9, antivral inte nention indicated;  |urgent inte e nton indicated
antibiatic, antifungal, antivral)  |radiologic or op erative

intere ntion indicated

Definition: A disorder characten zed by an infectious process involwing the pelvic cauiy.

Penile infection Localized; local intervention ¢ antibiotic, antifungal, or Life-threatening consequences; |Death
indicated (e.g., topical antibictic, [antivral interwention indicated;  |urgent inte nentonindicated
antifungal, orantivral) radiolo gic or op erative

intere ntion indicated

Definition: A dizorder character zed by an infections process involving the penis.

Pe rorbital infection Localized; local intervention I antibiotic, antifungal, or Lif-threatening consequences; | Death
indicated (e.g., topical antibictic, [antivral interwention indicated;  |urgent inte e nton indicated
antifungal, orantviral) radiolo gic or op arative

intene ntion indicated

Definition: A dizorder characterized by an infedtions process involving the orbit ofthe ey,

Perpheral nerve in&ction Localized; local intervention I antibiotic, antifungal, or Life-threate ning consequences; | Death
indicated (2.9, topical antibictic, [antivral interwention indicated;  |urgent inte menton indicate d
antifangal, orantviral) radiolo gic or op erative

intenue ntion indicated
Definition: A dizorder character zed by an infedtions process inwvolving the perpheral nerves.
Peritoneal infection - I/ antibiotic, antifungal, or Life-threate ning consequences; | Death
antivral interwention indicated;  |urgent inte rention indicated
radiolo gic, endoscopic, or
operative interve ntion indicated

Definition: A disorder characteri zed by an inkedious process involving the pertoneam.

Pharymgitis Localized; local intervention I antibiotic, antifungal, or Life-thre ate ning consequences; | Death
indicated (2.9, topical antibictic, |antivral interwention indicated;  |urgent inte renton indicated
antifungal, arantviral) radiolo gic or operative

interue ntion indicated
Definition: A disorder characterized by inlammation of the throat.
Phlebiti= infactve Localized; local intervention I antibiotic, antifungal, or Life-thre ate ning consequences; | Death

indicated (2.9, topical antibictic,
antifungal, orantviral)

antivral intervention indicated ;
radiolo gic or operative

inte rue ntion i ndicated

urgent i nte re ntio n in dicate d
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Infections and infestations

Grade

fideerse Event

4

2

3

4

3

Dwefinition: A disord er characterized by an infectious process imvolving the wein. Clinical manifestations indude enthema, marked discomfort, swelling, and induration alang the course

of the infected wein.

Pleural infectio n Localized; local intervention I antibiotic, antifungal, or Lie threatening consequences; | Death
indicated (e.g., topical antibiotic, |antivral interentionindicated;  |urgent interentio n i ndicate d
antifungal, orantivral) radiologic, endoscopic, or

operafive intervention indicated

Definition: A disord er characterized by an infectious process involving the pleura .

Prostate infe ction hoderate symptoms; oral I antibiotic, antifungal, or Li®threatening consequence s; | Death
interverntion indicated (2., antiviral intervertionindicated;  |urgent ine reemtio n i ndicated
antibiatic, antifungal, antivral)  |Adiclogic, endo scopic, or

opergtive intervention indicated

Definition: A disord er characterzed by an infectious process invalving the pros@ate gland.

Razh pustular Lozalized; local intervention I antibiotic, antifungal, or
indicated (e.g., topical antibiotic, |antivral inte rentonindicats d;
antiiungal, orantvral) radiolagic or operative

intervent on indicated

Definition: A disord er characterized by 3 circumsonbed and elevated skin lesion filled with pus.

Rhinftiz inkctive Lacalized; local intervention
indicated (e.g., topical ardbiotc,
antiiingal, or antivral)

Definition: A disorder characterized by an infectious process involving the nasal mucosal.

Salivary gland inke ction hloderate symptoms; oral I antibiotic, antifungal, or Lie threatening consequences; | Death
intervention indicated (2., artiviral interwentionindicated;  |ungent inte rentio nindicate d
antibiatic, antifungal, antivral)  |Adiclogic or operstiv

interve it on indicated

Definition: A disord er characterized by an infectious process immlwing the =alivary gland.

Scrotal infection Localized; local intervention ff antibiotic, antifungal, or Lit -threatening conzequences; | Death
indicated (e.g.,topical antibiotic, |antivralinterwentionindicated;  |urgent interento n i ndicate d
antilungal, orantviral) radiola gic or operativ

irte re i on indicated
Definition: A disorder charactenized by an infedtious process imolwving the scrotum.
Sepsiz Lie-threatening conzequences; | Death

ungent inte rverdion indicate d

Definition: & disord er characterized by the presence of pathegen ic microorganisms inthe blood stream that cause a @Apidly progrezsing systemic reactionthat maylead to shod.

Sinusitis Localized; local intervention I antibiotic, antifungal, or Like-threatening consequence s; | Death
indicated (e.g., topical antibiotic, |antivralinterwentionindicated;  |urgent interento nindicate d
antifungal, orantiviral) radiolo giz, endoscopic, or

opergtive intere ntion indicated
Defintion: A disord er characterized by an infeatious process imealving the mucou s membrane s ofthe paranaszal sinu=ses.
Shin infection Localized, local inte reention Oral intervertion indicated (e.g., [ M antibiotic, antifungal, or Lie-thre atening consequences; | Death
indicated antibiatic, antifungal, antival) antiviral interwentionindicated;  |ungent inte reentio nindicata d
radiclo gic or operative
irte me riti on indicated

Definition: A disord er characterized by an ik gious process inwalving the skin.

Small intesting infe ction Moderate symptoms; oral I antibiotic, antifungal, or Lie-thre atening consequences; | Death
intervention indicated (2., antivral intervention indicated ;  |urgent ine roe o nindicats d
antibiotic, antifungal, antival)  [rRdiclogic or opeativ

irte rue niti on indicated

Definition: & disord er characterzed by an infkdious process involving the small intestine.

Sottizaue inkction Lozalized; [ocal interverition I antibiotic, antifungal, or Li®-thre atening consequence s; | Death
indicated (e.g., topical antibiotic, |antivralinterwenton indicated ;  |urgent interento nindicate d
antifangal, orantiviral) radiola gic or ope rative

irte roe ntion i ndicate d
Defintion: & disord er characterized by an infkedious process involving sot tizsues.
Splenic infction f antibiotic, antifungal, or Lie-thre atening consequences; | Death

antiviral interwention indicated ;
radiolo gic or ope rative
irte roe rtio n i ndicate d

urgent irte roerdo nindicata d
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Infections and infest

ations

Grade

Ndeerze Evert

1

Definition: A disorder characterized by an infactious process inwolving the mplean,

Stoma site infection Localized , local inte ne ntion Oral intervention indicated (2.g., | b antibiotic, antifungal, or Lif threatening consequencas; | Death
indicated antibictic, antifungal, antivrall  |(antivralinterentonindicated;  [ungent inte reention indicate d
radiologic, endoscopic, or
operative intervertion indicatad

Definition: A disorder characterized by an infactious process inwvolving 3 stoma (zurgically create d opening on the surBce ofthe body).

Tooth infedion Localized; local interwenton I antibiotic, antifungal, or Life threatening consequancas; | Death
indicated (=.g., topical antbictic, |antivral inte nention indicated;  |ungent interention i ndicatz d
antifungal, or antivral) radiologic or op eratiw

intervention indicated

Definition: A dizorder charactarized by an infactious process involving a tooth.

Tracheitis Mloderate symptoms; oral v antibiotie, antifungal, or Life threatening consequencas; |Death
intervention indicated (2.9, antivral inte nention indicated;  |ungent intenention i ndicated
antibictic, antifungal, antivral)  [Adiclogic, endoseopic, or

operative intervention indicated

Definition: A dizorder chamcterdzed by an infectious process inwvolving the rachea.

Upper re spirato ny infection Moderate symptoms; oral f' antibictic, antifungal, or Life threatening consequences; | Death
intervention indicated (2.9, antivral inte nention indicated;  |urgent interenton i ndicatad
antibictic, antifungal, antivrall  (@diclogic, endoszopic, or

operative intervertion indicated

Definition: A disorder characterized by an infectious process involving the upper respietoryiract (nose, paranasal sinuses, pharyms, laryns, or trachea).

Urethral infecton Localized; | ocal intervention I antibiotic, antifungal, or Life threatening consequences; | Death
indicated re.g., topical antibictic, |antivral interwentonindicated;  |urgent interenton i ndicate d
antifangal, orantivral) radiolo gic, endoscopic, or

operative intervertion indicated

Definition: A dizorder chaacterized by an infections process inwalving the urethra.

Urinarytract infection Localized; local intervention fw' antibiotic, antifungal, or Li# threatening consequencas; | Oeath
indicated (2.g.,topical antibiotic, (antivralinterwentonindicated;  [urgent inte rention indicate d
antifungal, or antiviral’l radiolo gic or op eratiw

intere ntion indicated

Diefinition: A disorder characterized by an infectious proceszs inwalwing the uhnary tract, most commanlythe bladderand the urethra.

Literine infection Moderate symptoms; oral I antibiotic, antifungal, or Lie-threate ning consequencas; | Death
intervention indicated (2.9., anitiviral intervention indicated;  |ungent inbe e rdon indicatz d
antibiotic, antifungal, antivral)  |Adiologic or op erative

it rue ntion indicated

Definition: A disorder characterized by an infectious process inwvolving the endometrium. t may eatend tothe mo metiom and parametrial tissues.

“aginal infection Lozalized; local intervention I antibiotic, antifungal, or Lie-threate ning consequencas; | Death
indicated (=.g., topical antibictic, |antivral interwention indicated;  |urgent inte nention indicated
antifungal, or antviral) radiolo gic or operatiw

irtere ntion indicated
Definition: A disorder characterized by an infe ctious process inwvolving the wagina.
wlilal infection Lozaliz ed, local inte nention Oral intervertion indicated (z.q., | M antibiotic, antifungal, or Life-thre ate ning consequencas; |Death
indicated antibiatic, antifongal, antiviral)  |antivralinterwentonindicated;  [urgent inte renton indicate d
radiolo gic or operative
irte re ntion indicated

Definition: & dizorder characterized by an infe ctious process involving the wiva.

Wliound infection Lazalized; local intervention I antibiotic, antifungal, or Life-thre ate ning consequencas; |Death
indicated (e.g., topical antibictic, |antivral interwention indicated ;  |ungent inte nention indicata d
antifingal, orantiviral) radinlo gic or ope rative

irte rue i on i ndicated
Definition: A dizorder chaacterzed by an infe ctious process inwvolving the wound.
Infections and infestation s - FA=ymptomatic or mild Moderate; minimal, local or Seware or medically significant | Like-thre atening consequences; |Death

Cther, specifiy symptoms; dinical erdiagnostic |noninwasive intereention bt ot imirme digtely life- urgent i ntervention indicata d

obsenations only; intervention  |indicated; limiting age- thre gt ning; hospializationor

not indicated approprigte instrumental AOL prolongation of existing
hospitalization indicatad;
dizabling; limiting self care AOL
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Injury, poisoning and procedural complications

Grade

Biderse Event

1

z

3

Anle fractre

Diefinition: & finding o f damage to
affected leg and foot.

ild; non-zurgical interwention
indicated

the ankle joint chamsedzedbya

Limiting instumental ADL;
opergtive intervention indicated

Limiting self care ADL; alactiw
aurgery indicatz d

break in the cortinuity of the ankle bone, Symptoms include marked discomifort, swelling and difficu by maoving the

Portic injury - - Severe symptoms; imiting self | Lik-threatening consequances; | Death
care ADL; dizabling ; repairor  |evidence ofend organ damage;
renision indicatad urgent opergtive itz renton

indicated
Definition: A finding o f damage tothe gorta.
Arterial injuny HA=ymptomatic diagnostic Sympto matic (2., Severe symptoms; limiing self | Ligthreatening consequences; | Death
finding ; intervention not claudication; repair or revision  [care ADL; dizabling ; repairer  |evidence ofend organ damage;
indi cated niot in dicate d revision indicatad urgent opergtive inte renton
indicated
Diefinition: & finding o f damage toananeny.
Biliary anastomotic leak Feymptomatic diagnostic Sympto matic; medical Severe symptoms; Adiologic, | Lik-threatening consequances; | Death
obseruations only; intervention  |intervention indicated endozcopic or electve operative (urgent operative intenenton
not indicated interwe rtion indicated indicated

Definition: /A finding of leakage ofbile due to breakdown ofa biliary anastomo sz (aungical connection oftuo separate anatomic strochures).

Bladder anastomuatic leak Aeymptomatic diagnostic Symptomnatic; medical Sewere symptoms; radiologic, | Lik-threatening consequences; |Death

obzenations only; intervention  |intereention indicated endoscopic orelective operative [urgent operative ine renton
not indicated interve rfi on indicated indicated
Definition: /A finding of leakage ofurne due to breakdown ofa bladder anastomo sz (aungical connection oftwo separate anatomic structures).
Bruising Localized orin a dependent Generalized -
area
Definition: A finding of injuny ofthe soft tisses or bone charaaedzed by leakage of blood into sumounding tissues.
Bum Minimal symptoms; inte e ntion [bdedical inte ree nt on; minimal hiaderate to major debridement | Lik-threatening consequences | Death

not indicated

debridement indicate d

or reconstruction indicated

Definition: A finding of impaired integrityto the anatomic site of an adwerse thermal reaction. Bums ¢an be caused by exposureto chemicals, direct heat, & lectrcity, lames and

radigtion. The extart of damage depends on the langth and intensit

wofexposure andtime until provision o freatment.

Diermatiti= radiation Faint &rghema or dry Moderate to brisk enthama; Mzt desquamation in areas Lie-threate ning consequences; | Death
dezquamation patch v moist desquamation, other than skin olds and shin niecrosis or uleeration of full

mosthy confine dto shin folds cregses; bleadinginduced by |thickness damis; spontane ous
and creases; moderate edema  [minor rauma or abrasion bleeding from imvolved ste; skin
graft indicated

Definition: & finding of cu@neous infammatory reaction occuming 3= a resubt of e sposurato biolo gically effedtive lewels of ionizing radiation .

Esophageal anastomotic leak  [Asymptomatic diagnostic Symptomatic; medical Sewere symptoms; Adiologic, | Lik-threatening consequences; | Death
obsenations only; intervention  [intervention indicated endoscopic or electve operative [urgent operative ine rendon
not indicated inte e nfi on indicated indicated

Definition: A finding of leakage due to breakdown of an esophageal anastomaosis (zungical conne dtion oftwo zeparate anatomic sructures).

Fall hinor with no resultant injures; |Symptomatic; noninwasive Ha spitaliz gtion indicated
intervention not indicate d intervertion indicated

Definition: A finding of sudden mowvement downward , usually resuling ininjury.

Fallopian tub e anastomotic leak [ Asymptomatic; dinical or Symptomatic; medical Severe symptoms; Adiologic, | Lik-threatening consequances; | Death
diagnostic observations only; interwertion indicated endozcopic orelective operative [urgent o perative inte renton
intervenition not indicate d inte e ritio n indicate d indicated

Definition: /A finding of leakage due to breakdown of 3 fallopian tube anastomosis (surgical conne dion of two sep arate anatomic st cures).

Fallopian tub & perforation Asymptomatic diagnostic Symptomatic and inte me ntion Sevwere symptoms; electve Li#-thre atening consequences; |Death
obsenations only; intervention  |not in dicated opergtive inte rention indicated [urgent o perative inte nenton
niot indicated indicated (= ., organ rezection’)

Definition: /A finding of nipture ofthe fllopian tube wall.

Fracture Peymptomatic; dinical or Symptomatic but non-displaced; | Sewere symptoms; displaced or | Lik-threatening consequances; | Death

diagnostic observations only;
intervenition not indicate d

imma bilizgtion indicated

open wound with bone
expoaine; dizabling; operative

Definition: A finding of rAumatic injury to the bone in which the continuity ofthe bone is broken.

urgent i e roentio n in dicate d

inite rue ritio n indicatad

CARTISTEM®

CTCAE 4.0- M3y 28, Z009 : [efany, potroslvg avd proc: de @l com platos

i

page 21 of 137

CONFIDENTIAL: These all contents herein are the sole property of MEDIPOST Co., Ltd. Any reproduction or
distribution of this document without the written consent of MEDIPOST Co., Ltd is prohibited. Copyright © 2017

MEDIPOST Co

. Lt




Injury, poisoning and procedural complications

Grade
Boverse Event 1 2 2 4
Gasztric anastomatic leak Feymptomatic diagnostic Sympto matic; medical Severe symptoms; rAdiologic, | Lik-threatening consequences; |Death
observations onby; interwention  |intervention indicated endoscopic or elective aperative (ungent operative inte et on
not indicated intervartion indicated indicatad
Definition: & finding o fleakage due to breakdown of a gastric anastomosis (surgical conne ction oftwo separate anatomic strcures ).
Gaztrointestinal anastomotic Feymptomatic diagnostic Symptomatic; medical Sewere swnptoms; Adiologic, | Lig-threatening consequences; | Death
leak observations onby; intervention |intervention indicated endoscopic or elective aperative (ungent operative inte et on
not indicated intervertion indicated indicated
Definition: A finding o fleakage due to breakdown of 3 gastrointestinal anasto masis (aurgical connection o ftw o separgte angtomic Ftructune ).
Gastrointestinal stoma necrosis Supericial necrosis; Sewere symptoms, Li®-threatening consequences; | Death
intervartion not indicated hospitalization ore lectve urgent interee rton indicate d
operative intervention indicated
Definition: & finding ofa necroti ¢ process occuming in the gastroints stinal tract stoma.
Hip facture Haidine fracture; mild pain; Sewere pain; hospitalization or | Lik-dhreatening consequencs =;
limiting i nstrumental ADOL; non- [interenti on indicated ©r pain SYTFLD me 3ssociated with
surgical intenention indicated  |control e g., traction); op erative |neurovascular compromise
irtere i on indicated
Definition: A finding of raumatic injury to the hip in which the continuity of either the #moral head, femoral ne d, intertrochantens or ubtro chantens regions is broken.
Injury to carotid artery Severe symptoms; limitng self | Lig-threatening consequences; | Death
care A0L (e.g., transient urgent inte ree rtion i ndicate d
czrebral izchemial); repair or
revizio nindicatz d
Definition: A finding of damage tothe carotid artery.
Injury to inferior vena cawa Litthreatening consequence s; | Death
urgent interenton indicate d
Definition: A finding of damage tothe inferior wena cawa.
Injury to jugular win Symptomatic imiting selfcare | Lik-threatening consequences; | Death
AOL; disabling; repair ar urgent interention indicate d
revizion indicatz d
Definition: A finding of damage tothe jugular win.
Injury to Fuperiorwvena cava Fzymptomatic diagnostic Swymptomatic; repair orrevizion | Sewere symptoms; limiing self | Lig-threatening consequencas; Death
finding ; interwention not not in dicate d care A0L; disabling ; repairor ewdence ofend organ damage;
indi cated revizion in dicate d urgent operative inte menton
indicate d
Definition: A finding of damage tothe supenor wena cawa.
Intestinal stoma leak FAeymptomatic diagnostic Symptomatic; medical Sevare symptoms; radiologic, | Lik-threatening consequencas; | Death
obzervations onby; interwention | intervention indicated endoscopic or elecive operative |urgent operative inte nention
not indicated irte roe i on indicated indicated
Definition: A finding of leakage of contents from an inte stinal stoma (surgically oreated opening onthe surface of the body).
Intestinal =toma obstruction Self-limited; interwention not Severe symptoms; b fluids, Lite-thre atening consequencas; | Death
indicatad tube feeding, or TPHindicated  |urgent o perative inte menton
»=24hrs; elective operatiwe indizated
irrte rve i on i ndicated
Definition: & finding of blockage ofthe nomal 1ow ofthe contents ofthe intestnal stoma.
Intestinal stoma site bleeding hlinimal bleeding identified on Moderate bleeding; medical Severe bleeding; transfusion Li®-thre gtz ning consequences; | Death
clinical exam; interertion not | intervention indicated indicated,; mdialogic or urgent i nte ree rton indicate d
indicated endoscopic inte rention
indicated
Definition: A finding of blood lealage from the intestinal stoma.
Intracperative arteral injury Primary repair of injured Partial rezection o finjured Compl ete resection or Lite-thre atening consequencas; | Death
orga ndstructure indicate d organ fstructure indicated reconstniction of injured urgent i nte ree rtion indicate d
organdsmicture indicated;
dizabling
Definition: & finding of damage to an artery during 3 surgical procad ure.
Intraoperative breast injury Primary repair of injured Partial resection o finjured Complete resection or Lite-thre atening consequences; | Death

orga néstructure indicate d

arganfstructure ind icated

reconstniction of injured
organsstni cture indicated;
dizabling

urgent i e ree nton indicate d
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Injury, poisoning and procedural complications

Grade

Nokerse Event

1

2

Definition: & finding o f damage to

the breast parenchyma during a surgical procedure.

Intraope rative cardiac injury Primary repair afinjurad Liethreatening consequences; | Death
organ fsructure indicated urgent ire rue nto n i ndicate d

Definition: A finding of damage tothe heart during 3 sungical proced ure.

Intraope rative ear injury Primary repair of injured Partial rezection o finjure d Complete resection of injured Lite threatening consequences; |Death

organd=truct re indicate d organdtructure indicated organ structure indicated ; urgent ire ree ntio nindicated
dizabling (e.g., impaire d
heanng; impaired balance)
Definition: & finding o f damage tothe ear during a surgical procedure,
Intraoperative endocring injury | Pimary repair of injured Partial resection o finjured Complete reszction or Lite threatening consequences; | Death
organdstruct re indicate d organéstructure indicated reconstniction ofinjured urgent ire rue ntio n i ndicate d
argan sructure indicated ;
dizabling

Definition: & finding of damage tothe endocrine gland during a surgical proce dure.

Intraoperative gastrointestin al Primary repair of injured Partial rezection o finjure d Complate resection or Lite threatening consequences; |Death

injury organdztruchs re indicate d organ/structure indicated reconstniction ofinjured urgent ire ree o n i ndicate d
organ fsructune indicated;
disabling

Definition: A finding of damage tothe gastrointestinal swstermn during 3 surgical procedurs.

Intracperative head and neck Primary repair of injurad Partial rezection o finjure d Complete resection or Lite threatening consequences; |Death

injury organd=truct re indicate d organdstructure indicated reconstruction of injured urgent irte ree ntio n i ndicate d
organ fstructune indicated;
dizabling

Definition: A finding of damage tothe head and neck during a surgical procedure.

Intraoperative hemomhage Posto perative mdiologic, Life threatening consequences; | Death
endoscopic, or operatw urgent ire rue nto n i ndicate d
iite roe i on indicated

Definition: A finding of uncontrolled bleeding during a surgical proca dure.

Intraoperative hepatobiliany Primary repair of injured Partial rezection o finjure d Complate resection or Life-threate ning consequences; | Death

injury orga néstructs re i ndicate d organ fstructure indicated reconstuction ofinjured urgent irte ree ntio n in dicate d
organ fsructune indicgted;
disabling

Definition: A finding of damage tothe hepatc parenchyma and/or biliarytras during a surgical procedure.

Intraoperative muscilo siele@l | Pimary repair of injurad Partial resection o finjured Complata ressction or Lie-threate ning consequences; | Deaath

inj ury orga néstruchs re indicate d ongan fstructure indicated reconstruction ofinjured urgent ire ree ntion in dicate d
organ ftucture indicated;
dizabling

Definition: A finding of damage tothe musosloskelatal system dunng a surgical procedurs.

Intraoperative neurological Primary repair of injurad Partial resection o finjured Complete resection or Life-thre ate ning consequences; | Death

injury orga néstructu re indicate d organ structure ind icated reconsniction ofinjured urgent ire rue nito nindicate d
organ/smucture indicated;
dizabling

Definition: & finding of damage tothe nervous system during a surgical proce dure.

Intraoperative acular injury Primary repair of injured Partial rezection o finjure d Complate resection or Lite-thre ate ning consequences; |Death

organéstructure indicate d organ structure ind icated reconsnuction afinjured urgent ire rue ntio nindicate d
organ/smuctune indicgted;
disabling
Definition: A finding of damage tothe eye during a surgical procedure.
Intraoperative renal injury Primary repair of injurad Partial rezection o finjure d Complete resection or Lite-thre gtz ning consequences; |Death
orga néstructure indicate d ongan structure indicated reconstniction ofinjured urgent irte ree ntio n in dicate d
organ/smuctune indicated;
dizabling
Definition: A finding of damage tothe kidney during a sungical procedure.
Intraoperative reproductive radt | Pimary repair of injurad Partial resection o finjured Complete resection or Lie-thre ate ning consequences; | Death

injury

organdstructure indicate d

organ structure ind icated

reconsniction ofinjured
organ/sructure indicated;
dizabling

urgent e rue nito nindicate d
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Injury, poisoning and procedural complications

Grade

Nchierse Event

1

2

Definition: A finding of damage to

the reproductive organs during a surgical procedure.

Intraope rative respiratony injury | Pimaryrepairofinjurs d Partial rezection o finjured Complete resaction or Lifthreatening consequences; | Death
arg an/stract re indicats d orga néstructure indicate d reconstr dion ofinjurzd urgent irterento n indicate d
organ structure indicated ;
dizabling
Definition: A finding of damage to the respiatory system during a surgical procs dure.
Intraope rative shin injury Primary repair of injures d Partial resection o finjured Complete re section or Lite threatening consequences; | Death
org an/structy re indicats d orga néstructure indicated reconstudion of injursd urgent irterention indicate d
argan structure indicated ;
dizabling
Definition: A finding of damage tothe =kin during a surgical procedurs.
Intraoperative splenic injury - Primary repair of injured Rz section or reconstrudtion of L% -threatening consequence s; | Death
orga néstructure indicated injured organ/stnucture urgent ire ree o n indicate d
indicated; dizabling
Definition: A finding of damage tothe spleen dunng a surgical procedure.
Intraoperative urinany injung Primary repairof injure d Partial resection o finjured Complete re saction or Lite threatening consequences; | Death
org an/struch re indicats d orga néstructure indicated reconstrudion of injursd urgent irterentionindicate d
argan structure indicatad;
dizabling
Definition: A findin g of damage tothe urnary system duning a8 sungical procedurs .
Intraoperative wenous injury Primary repairof injure d Partial rezection o finjured Complete re section or Lite threatening consequences; | Daath
organ/stroct re indicate d orga néstructure indicated reconstruction of injured urgent irte ree ntion indicate d
organ structure indicated;
dizabling
Definition: A finding of damage to 8 wein during a surgical procedure.
kidney anastomotic 12 ak Aoymptomnatic di agnostic Symptomatic; medical Sewere symptoms; Adiologic, Liethreatening consequences; | Death
obsenations only; intervention  |intervention indicated endoscopic orelective operative (urgent opergtive ire re nto n
not indicated irte re ntion indicated indicated
Definition: A finding of leakage of urine due to breakdown of a kidney anastomosis (surgical connection of tyo s2parate anatomic srocture ).
Lame intestinal anastomotic Asymptomatic diagnostic Symptomatic; medical Severa symptoms; @Adiologic, | Lig-threatening consequences; | Death
leak obzervations only; interwention  |imtervention indicated endoscopic orelective operative (urgent opergtive irte ree nton
niot indicated interention indicated indicatad
Definition: A finding of leakage due to breakdown of an anastomosis (surgical conne ction oftwo separate anatomic s cures ) in the [arge inte stine.
Pancreatic anastomotic l=ak Azymptomnatic di agnostic Symptomatic; medical Severe symptoms; @Adiologic, Lie-threate ning consequences; | Death
obzervations only; intervention  |intervention indicated endoscopic orelective operative (urgent opergtive irte roe nbon
not indicated intene ntion indicated indicated
Definition: A finding of leakage due to breakdown of a pan creatic anastomos s (surgical connection oftwoe separate anatomic stnicres).
Phamymgeal anastomatic leak Asymptomatic diagnostic Symptomatic; medical Severa symptoms; @Adiologic, | Lig-threatening consequences; |Death
obzenations only; intervention  |intervention indicated endoscopic orelective operative (urgent operative irte ree nton
not indicated inte re ntion indicated indicated
Definition: & finding of leakage due to breakdown of 3 phamngeal anastomosis (zurgical connection oftwo separate anatomic strochres).
Po stoperative hemorhage Mlinimal bleeding identified on |hoderste blee ding; mdiclogic, | Transfusion indicated of »=2 Life-thre atening consequence s, | Death
clinical exam; interention not endo SE0pic, or opergtive units (10 e for pediatrics) urgent i e ree ndio n in dicate d
indicated intervertion indicated pRBCs beyond protocol
spedification; urgent Adialogic,
endoscopic, or operdt w
inte rue ntion indicated
Definition: A finding of bleeding oczuring ater a surgical procedurs .
Po stoperative th oracic - Evtubate d within 24 - 72 hrs Estubated » T2 hrs Lite-thre ate ning ainnay Death
procedure complication posto perativehy postop eratively, but be ore COMpromise; urgent ints re nton
tracheostomy in dicated indizatad (& g., tacheatomy or
intubation))
Definition: & finding of 3 previously undocumented problem that accurs aftera thoracic procedure .
Prolapse ofintestinal stoma Azymptomatic; reducible R cument a ter manual Sewere symptoms; elective Lie-thre gtz ning consequences; |Death

reduction; localimi@tion or stool
leakiage; dificuttyto fit
appliance; limiting instrumental
ADL

operative interenton indicated;
limiting =&lf care ADL

urgent o perative irbe re o n
indicated
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Injury, poisoning and procedural complications

Grade
fMdierse Event 1 2 3 4 3
Definition: A finding o f protrugion ofthe intestinal stoma (surgically created opaning on the surface o fthe body)abowe the abd ominal sur@cs.
Prolapse ofuro stomy Feymptomatic; elinical or Local care or maintenance; Chesilnctional stoma; electiwv Lite threatening consequences; |Death
diagnostic obsenwations on by, minor revision indicated operative intervention or major  [urgent inte ree ntio n i ndicate d
irtervention not indicated stomal revision indicated
Definttion: A finding o f dizplacement ofth e unostomy.
Radiation recall reaction Fairt & rthema or dry Moderate to brisk erythe ma ; Wizt desquamation in areas Lite threatening consequence s; | Death

(dematologic)

Definition: & finding o facute skin
iz conine dto the previously imad

dezquamation

patchy moist desquamation,
masthy condnedto skin folds
and creases; moderate edema

infammatory reaction caused by dmugs, especially chemoth erapeut
igted =kin and the symptoms dizappear a ter the remowal of the phamaceudtical agent.

other than skin ©ld= and
creases; bleeding induced by
minor frauma or abrasion

c agents, forweeks armonths Bl

zkin necrosis or ulceration of full
thickness dermis; spontaneous
bleeding from imwolwed site; skin
grat indicated

owing Adictherapy. The indammatony reacton

Recta| anastomotic leak Aeymptomnatic di agnostic Symptomratic; medical Sewere symptoms; Adiologic, Liethreatening consequences; (Death
ob=servations only; intervention  [intervention indicated endoscopic or electve operative (urgent opergtive irts renton
not indicated intervent on indicated indicate d

Definition: A finding o fleakage due to breakdown of 3 rectal anastomosis (surgical connection of two separate anatomic structune ).

Seroma Feymptomatic; elinical or Symptomratic; simple aspiration | Symptomatic, elective adiclogic |-
diagnostic obsenations on by, indicated or operative ine renton
irtervention not indicated indicated

Definttion: A finding of tumor-like colla ction of zerum in the tisaue =

Small intestinal anasto motic Aeymptomatic di agnostic Symptomatic ; medical Severs symptoms; Adiologic, Lie-threatening consequences; (Death

leak obsenations only; intervention  [intervention indicated endoscopic or electve operative (urgent operative irte nenton
not indicated interve it on indicated indicate d

Definition: A finding of leakage due to breakdown of an anastomosis (surgical conne dion oftwo separate angtomic strudures]in the small bowel.

Spermatic cord anasto motc Aeymptomnatic di agnostic Symptomatic; medical Sewere symptoms; Adiologic, Li®threatening consequenczs; (Death

leak obzenations only; intervention  (intervention indicated endozcopic or electve operative |urgent operative inte nenton
not indicated inte rve it on indicated indicate d

Definition: A finding of leakage due to breakdown of 3 spemmatic cord anastomosis (sungical connection of two Separate anabo mic stroctures ).

Spinal facture ild back pain; non- prescoription [hoderate back pain; Severe back pain; Lite-threate ning consequences; |Death
analgeszics indicatad prascrption analgesics hospitaliz stion arinterwenton SyYMmptoms associgted with

indicated; limiting instrumental  (indicated for pain contral (2., |nedrovascular compromiss:
A0L wertebroplasty); limiting self care
AOL; disability

Definition: A finding of rAumatic injury to the spine inwhich the continuity of 3 wnebral bone is broken.

Steno sis of gastrointestinal - Symptomatic; I uid s indicated | Severely altered Gl functon; Lie-threate ning consequences; (Death

=t ma <24 hrs; manual dilatation at ke feading, TPM or urgent opergtive ints renton

bedsida hospitaliz ation indicata d; indicated
elactive operative intervention
indicated

Definttion: A finding of namowing of the gastrointestinal stoma (zungically created op ening on the surace ofthe body).

Stomnal ulcer HAeymptomatic; elinical or Symptomatic ; medical Severe symptoms; elective -
diagnostc observatons only; intervertion indicated opergtive irterention indicated
intervention not indicate d

Definition: A disorder characterzed by a circumsonb ed, indammatory and necrotic enesive lesion on the jejunal mucosal surface close to the anastomos = site following a

93 stroenberg oy proce dure.

Tracheal hemorrhage hlinimal bleeding identified on  [Moderate bleeding; medical Sewere bleading; transfusion Li-thre ate ning consequences; (Death
clinical or diagno stic exam; intervertion indicatad indicated; mdialogic or urgent irbe ree ntio n indicate d
intervention not indicate d endoscopic intene nion

indicated
Definttion: A finding of bleeding fom thetrachea.
Tracheal obstruction Partial asymptomatic Symptomatic (& 9., noisy ainvay | Stridor; mdiologic or endo scopic | Lig-threate ning aineay Death

obstruction on examination
&.q., visual, adialogic or
end oszopi ¢

breathin g}, no respiratony
distre 55; medical intervention
indicated (e.q., steroids); limiting

Definition: & finding of blockage ofthe lumen ofthe rachea.

instrumenta | A0L

interve ntion indicated (2 g,
stent, laser); limiing self cane
A0OL

COMPromise; ungent inte re nbon
indizate d (e g., trachectomy or
intubation’
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Injury, poisoning and procedural complications

Grade
Bdverze Event 1 2 3 a4 5
Tracheostomy site ble eding Minimal bleeding identified on | hModerate bleeding; medical Severe blee ding; tran sfusion Life threatening consequencas; | Death
clinical exam; intenmention not intervention indicated indicated; mdiologic or urgert interention indicate d
indicated endoscopic interenton
indicated
Definition: & finding o fblood leaka ge from the tracheo stomy site .
Ureteric anasto motic leak Asymptomatic diagrostic Symptarmatic; medical Severe symptoms; radialogic, Liethreatening consequence s; | Death
obsenations only; intervention  |intervention indicated endoscopic or e lective operative |urgent operative inte reendon
niot indicated intervention indicated indicated
Definition: & finding ofleakage dus to breakdown of 3 ureteral anastomosis (sorgical connedion of two s parate anatomic strudures].
Urethral anastomotic leak FAsymptomatic diagnostic Symptarmatic; medical Sewere synptoms; radiologic, | Lik-threatening consequence s; | Death
ob=servations only; intervention  |intervention indicated endoscopic or e lective operative [urgent operative inte reenton
niot indicated interventon indicated indicate d
Definition: A finding ofleakage due to breakdown of 3 urethral anastomosis (sorgical connedion of tvo 22 parate anatomic structures].
Urastamy leak Asymptomatic diagrostic Symptarmatic; medical Severe symptoms; adialogic, Li® threatening consequence s; | Death
obserations only; intervention  |intervention indicated endoscopic or electve operative [urgent operative inte reention
niot indicated interuention indicated indicate d
Definition: A finding of leakage of contents from @ urostomy.
Urostomy abstruction FAsymptomatic diagnostic Symptomatic; dilation or Atered organ function (2., Lite -threatening consequences; | Death
obzenations only; intervention | endo scopic repair or stent sapsiz of hydronephrosis, or organ failure; urgent operative
niot indicated placement indicated renal dysindion; alective inte rention indicated
operative intervention indicated
Definition: & finding of blockage ofthe urosto my.
Urostamy site blee ding hdinimal bleeding identified on hloderate bleeding; medical Sewere bleeding; transfusion Li® threatening consequence s; | Death
clinical esam; intervention not intervention indicated indicated; mdialogic or urgert inte rention indicate d
indi cated endoscopic inte rendon
indicated
Definition: & finding of bleeding fom the urostomy site.
Urosto my stenosis - Symptomatic but no Symptomatic (e ., Life-threatening consequences; | Death
hoydrone phrosis, no sepsis or no (hydronep hrosis, or renal urgert operative irte renton
renal dysiinction; dilation or dysfunction); elective operative  |indicated
endo scopic repair or stent inte ruention indicated
placement indicated
Definition: & finding of namowing of the opening of 3 urastamy.
Lherne anastomotic leak Asymptomatic diagrostic Symptomatic ; medical Sewere symptoms; radiologic, Lie-threatening consequence s; |Death
ob=servations only; intervention  |intervention indicated endoscopic or elective operative |urgent operative inte reenton
niot indicated inte rue i on indicated indicate d
Definition: A finding of leakage due to breakdown of 3 utenne anastomosis (surgical conne dion oftwo separate anatomic st cures).
ke rine perforation HAsymptomatic diagnostic Symptomatic and inte rention Sewere symptoms; electve Life-thre atening consequences; |Death
obzenations only; intervention | not indicate d operative interertion indicated Jurgent inte ne ntion indicate d
niot indicated
Definition: A dizorder characterized by a rupture inthe oterine wall.
“waginal anastomotic leak Asymptomatic diagnostic Symptomatic ; medical Sewere symptoms; radiologic, Li®-thre atening consequence s; |Death
ob=servations only; intervention  |intervention indicated endoscopic or e lective operative (urgent o perative inte reenton
niot indicated inite rue vt on i ndicated indicated
Definition: A finding of leakage due to breakdown of 3 vaginal anastomosis (sungical conne ction of two s2parate anatomic st ctunes).
‘v = deferen s anastomotic leak | Asymptomatic diagnostic Symptomiatic; medical Severe symptoms; adialogic, Li®-thre atening consequence s; |Death
obserations only; intervention  |intervention indicated endoscopic or elective operative |urgent o perative inte reention
niot indicated inite roe o n i ndicate d indicate d
Definition: A finding of leakage due to breakdown of 3 vas de€rens anastomosis (zurgical conne ction oftwo separate anatomic structures).
‘WA seular access o mplication - Device dislodgement, blockage, |Deep win or cardiac Embolic event including Death
leak, or malposition ; dewic: thro mb osis; | nbe rento n pulmonary embolizm or life-
repla cement indicated indicated {29 ., anticoa gulation, |threatening thrombus
lysis, filber , invasive procedure)

Definition: & finding of 3 previously und ocumente d problem related to the vascular aceess Sie .
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Injury, poisoning and procedural complications

Grade
Ndverse Evert 1 2 3 4
i als injury FAeymptomatic diagnostic Symptomatic (eg ., Severe symptoms; limiting self | Lig-threatening consequences; | Death
finding ; internention not claudication)); repair or revision  |care ADL; repair o rresion avdence ofend organ damags;
indicated not indicate d indicated; disabling urgent opergtive ins re ntion
indicated
Definition: A finding o f damags to 3 wein.
iound complication Incisional s=paration of <+=25% | hdsional separation *25% of  |Hemia withowt eviden o of Hernia with evidence of Daath
ofwound, o deeper than wound; local cane indicatad strangulation; faseial strangulation; major
zsuperficial Bscia disrmuptionddehizcence; primany  |reconstnuction 1ap, grating,
wound dosure orrevsion by ressdtion, or ampuaton
operative intervertion indicated  |indicate d
Definition: A finding of dewelopment of 3 new problem at the site of an exd sting wound.
iound d ehizce nos Incisional s=paration of =25 % | hdsional separation *25% of | Fassial disnuption or dehizcence | Ligthreatening consequences; |Death
of wound, no deeper than wound with local care; without evisceration; primary symptomatic hemia with
superficial Bscia Fsymptamatic hernia or wound dosire arrewsion by evidence of stran gulation;
symptomatic hemia without operative intervertion indicated |fascial disruption with
evidence of srangulation avzcergtion; major
reconstruction 1ap, grating,
ressction, orampuaton
indicated
Definition: & finding of s2 paration ofthe approsmated margins of a sungical wound.
st fracture Mild; non-sungical intervertion | Limiting instrumental A0L; Limiting s=lf care ADL; alactiw |-
indicated operative intervention indicated  |surgenyindicated
Definition: & finding of traumatic injury to the wri st joint in which the continuity of 3 wrist bone is broken.
Injury, poisoning and procedural | Asymptomatic or mild Muoderate; minimal, lozal or Sewera or medically signifcant | Like-threatening consequences; | Deaath

complications - Other, spacify

symptoms; dinical ordiagnostic
obserations anhy; intervention
not indicated

nonin wa sive intervantion
indicated; limiting age-
approprigte instrumental ADL

bt ot imimez diately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
dizabling ; limiting self care ADL

urgent inte e ntion indicate d
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Investigations

Grade

Moerse Event

2

2

Fotivated panial thrombo plastin
ftime prolonged

#1-15x ULN

#15-25 ¥ ULN

*2.8u ULH; hemamhage

Definition: An abnommal laboratorytest result in which the parialthromboplastin time is ©und to be greaterthan the control wvalue . A= a

partial thrombo plastin time (FTT)

may occur in @ wanety of dizseases and disarders, both primary and

relgted to tregtment.

possible indicator of coagulopathy, 3 prolo nged

AManine aminotran sferase
increased

AULM -2 0 % ULM

Peymptomatic with ALT =30 -
.0 ULM; 35 ULM with the
appearance ofworsening o f
fatigue, nau==a, vomnitin g, right
upperquadrant pain or

te nderm ess, fewer, @sh, or

eozinop hilia

A.0-200 « ULM; =5« ULM for
2 weeks

2200 % ULMN

Definition: A finding based on laborstory test results that indicate an increasea in the lewel ofalanine aminotranskease (ALT or 56 PThin the blood specimen.

Alaline phozphatase increazed |*ULM -2 5 « LM #2550 x ULH #A0-200 % ULN |>ED.DxULN
Definition: A finding based on laboratorytest results that indicate an increa=e in the lewel o falkaline phosphatass in a blood specimen.
Fepar@te aminotransferase #ULM -3 0 x ULM Peymptomnatic with A5T 30 - [*60 -200 & ULN; =5« ULN ©or) =200 x ULN

increased

Definition: A finding bazed on lab

.0 ULM; 3 o ULMN with the
appearance ofworsening o f
fatigue, nau==a, vomitin g, right
upperquadrant pain or

te ndermess, fewer, @sh, or
aozinop hilia

oratonytest results that indicate an increase in the lewel of aspartate

2 weaks

aminotranserase (AST or SG0T)in a blood specimen.

Blood antidiuretic hormone
ab normal

FAzymptomatic; clinical or
diagnostic observations only;
intervention not indicated

Symptomatic; medical
irtervention indicated

Ha spitaliz ation indi cated

Defintion: & finding based on laboratorytest results that indicate abnomal levels of antidiuretic hommone in the blood specimen.

Blood bilimbin increased

ULM - 1.5 x LM

#1820 = ULM

E0-100 = ULN

0.0 = ULMN

Definition: A finding bazed on laborstorytest results that indicate an abnormally high lewel of bilirubin in e blood. Excess bilirubin is associated with jaundice.

Blood corticatrophin d ecreased

Definition: & finding bazed an lab

Aoymptomatic; clinical or
diagnostic observations only;
intervention not indicate d

Symptomatic; medical
intervention indicated

Ho spitaliz ation indi cated

orgtorytest results that indicate an decrease in lewels of corticotrop hin in a blood specimen.

Blood gonad airophin abn ormal

Definition: A finding based on lab

Feymptomatic; clinical or
diagnostic absenvations only;
intervention not indicate d

Symptomatic; medical
irtervention indicated; limiting
instrumental A0L

Severe symptoms; limitng self
care ADL

orgtorytest results that in dicate abnomal lewels of gonad eirophin hormone in a blood spedmen .

Blaod prolactin abnormal

Definition: A finding bazed on lab

Feymptomatic; clinical or
diagnostic observations onhy;
irtervention not indicate d

hloderate symptoms; limitin g
instrume ntal A0L

orgtorytest results that indicate abnomal lewels of prolactin homon

& in @ blood specimen.

Carban mon o de diffusing
capacity decrea sed

Definition: & finding bazed on lun,

3 -5 units below LLM; for follaw-
up, 3decrease ofd - 5 units
{mlf=ecimm Hglibelow the
bazeline value

g function test results that indicate

B - % units below LLM; for follow-
up, an asympto matc decrease
of »5 - & units (mls= ofmm Hg)
below the baszline walue

Peymptomatic decrease of =8
units drop ; *5 units drop alang
with the presence of pulmonary
symptoms (2., ¥ Grade 2
hypoxig or » Grade 2 or higher
dyspnea)

a decrea sz in the lung capacity to absorb carbon mon oxide.

Cardia ¢ troponin |increased

Definition: & laboratory test result

Lewels abowe the upper limit of
nommal and below the lewvel of
myocardial infarction as defined
brythe manufacrer

which indicates increased lew |z of cardiac troponin | ina biological

Lewels consistent with
myocardialinfardion as dedned
bythe manufacturer

Specimen.

Cardiactroponin T increased

Lewels abowe the upper limit of
normmal and below the lewvel of
myocardial infarction as defined
by the manufacrer

Lewels consistent with
myocardialinfardion as dedned
bythe manufacturer

Definition: & laboratorytest result which indicates increassd lew |z of cardiac troponin T in a biclegical specimen.
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Investigations

Grade

Nckerse Event

1

2

3

4

CO4 lympho oytes decregsed

Definition: A finding ba=szd an lak

<LLM- 500 4mm3; <LLM-05x
10e9 )L

<500 - 2004mm3; <05-02 x
10ed JL

<200 - A0Smm3; <0 2w 0.05 -
10ed fL

oratory test results that indicate an decreasein levels of CO4 yvmphocyte 5 in 3 blood specimen.

<S0Mmm3; <0 05 x 10ed L

Chile steral high

*LLM - 200 mgdL; LM - 7.75
mimalL

*300- 400 mgsdL; =775 - 1034
mimo L

=00 - 500 mgsdLl; = 10034 -
12.92 mmolfL

Definition: & finding bas=d on laboratory test rezultz that indicate higher than normal lewels of chalesteralina blo od mpecmen.

=00 mgAdl; = 12.92 mmolL

CPE increased *ULM -2 5« LN 28w ULM- &« LN #5w ULM- 10 % ULN 2100w ULW -
Definition: & finding based on laboratory test results that indicate an increase in lewvels of creatine phosphokinass in a blood specimen.
Cregtinine inore ased #1- 148 xbaseline; *ULHN-15 |#1.A-30xbaseline; >1.5-3.0 |30 baseline; > 3.0-6.0 x UL |*6.0 x ULKW -

Definition: A finding based anlab

w LILM

oratorytest results that indicate in

w LN

creased lewels of cregtinine in a bi

ological spedmen .

Bection fraction decreased

Definition: The percent@ge computed when the amount of blood =je

contraction.

Fezting eje ction Taction (EF) 50
=40 10 - 19 % drop fom
baszeline

R sting ejection faction (EF) 29
-20%; » 20% drop fom
baseline

cted during a wentricular contraction of the heart is comparad to the

Resting ejection fracton (EF)
<20

amaount that was present prior to the

Bectrocardiogram OT comected
intzrval prolo nged

QT 450 - 480 ms

0T 481 - 500 ms

0T »= 501 mes on at leasttwo
separate ECGs

Definition: & finding of a cardiac dysrhythmia charaderized by an abnomally long comected QT intarval .

QTz »= 501 or *60 m= change
from baseline and Torsade de
pointes or pol ymorphic
wentricular tachweardia or
signsfsymptoms of sefous
arrhythmia

Fibrinogen decreased

Definition: A finding based anlakb

41 0- 076 8 LLW or <26%
decred sz from bassline

076 - 05x LLNar2b - <607
decregse fom baseline

045 -025x LLNor 50 - <74 7%
decreaze fom baseline

oratorytest results that indicate an decrease in levels of ibinogen in ablood specmen.

025 x LLM or 75 % decrease
from baszeling or absolute walue
<50 mgs L

Forced expiratony wolume
decre azed

FEW1 % (percentages of
ob=erved FEW and FWC
related to their ne spe ctive
predicted wvalues) 99- 7O%
predicted

FEM1 B0 -69 %

G0 -50%

<= 40

Definition: & finding ba==d ontest resultsthat indicate a relative dacreasze inthe fracton ofthe forced wisl capacitythat is eshaled in a spe dfic number of seconds .

GGTincreased

|>ULN-2.5J-(ULN

|>2.5 -50 % ULM

|>5.D -200 % ULM

|s200% un

Definition: & finding ba=sed onlaboratory test results that indicate higher than normal levels of the enzyme gamma-glutamydtan sferaze in the blood specimen. GG T (gamma-
glutamyttransk@se ) caahees the trAnskrofa gamma gluamiyd group from a gamma glu@md peptide to another peptide, amino acids or water.

Growth hormon e abnommal

FPeymptomatic; clinical or
diagnostic observations only,
intervention not i ndicate d

Symptomatic; medical
intervention indicated; limiting
instrumental A0 L

Definition: A finding ba=sed on laboratorytest results that indicate abnomal levels of growth homene in 3 biological specimen.

Haptoglobin decreased

[<Lin

Definition: & finding ba=ed on laboratorytest resukts that indicate an decre aze in levels of haptoglobin in a blood specimen.

Hemoglobin increased

Definition: A finding ba=sed on lab

Increazein »0- 2 gmidL abowve
ULM or ab owe baseline if
bazelineiz abowe ULM

orgtorytest resultz that indicate in

hcreass in #2 - 4 gmid Labowe
ULM ar abowe baseline if
bazeline iz abowe LULM

cred e d le el s of hemaglobin in a

hcreass in #4 gmidL abowe
ULM or above baseline if
bazeling iz abowe LILM

biclogical zpecimen.

INR increased

- 18w ULK; »1- 15 times
abowe bazeline if on

anticoagul ation

HA-28x ULN; =15-2.4
time:s abowe baseline ifon

antico agulation

=25 % UL, 2.5 imes abowe
bazeline if on anticoagulation

Definition: A finding ba=sed on laboratorytest results that indicate an increase in the r@tio o fthe patie nt's prothrombin me to a control sample in the blood.

Lipase increased

|>ULN-I.53-(ULN

|>1.5-ZDxL|LN

|>2.I:I-5D3-cL|LN

Dedfinition: & finding ba=ed on laboratorytest results that indicate an increasze in the lewloflipase in a biological specimen.

>5.0% uLn

Lymphocyte count decreased

<LLN - 800dmm3; <LLN =05 -
10e9 /L

<300 - S004mm3; <08 - 0.5 x
10e8 fL

<500 - 200 mm3; <05 -0.2x
10=9 sL

Definition: & finding ba=ed on laboratory test results that indicate a decreass in number of lymphooytes in 3 blood specimen.

<200mim; <0 2 x 10e8 L

Lymphocyte count increased |>4DIZIIJ.l'|Trn3 - 20,0003 *20000mm3
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Investigations

Grade

Acverse Event

1

2

2

q

Definition: A finding basedonlab

aratory test results that indicate an abnomal increase in the numb er of lymp hocyes in the blood, efiuson s or bone mamow,

Meutrophil count decreased

Definition: A finding basedonlab

<LLM - 150 04nm3; <LLM- 1.5 x
10edrsL

aratory test results that indicate a

<1500 - 10000 mmE ;<15 - 10 x
10e@ s

<1000 - S00dnm3; <1.0- 0.5 x
10e0 s

decred s in number of neutrophils in a blood specimen.

<500nm3; <05 < 109 L

Pancreatic enz yme s decreased

Definition: A finding basad onlab

<L LM and asymptomatic

hcrease in stool frequancy,
bulk, or odar; steatarrhza

Sequelas of absorption
deficiency

oratory test results that indicate an decreasein lewvels of pancreatic enz ymes in a biological specimen.

Platzlet count d ecreased

<LLM- 75,000 4mm3E; < LLM -
TEH.0 = 1020 sL

<5000 - 50 pOOdmm,; <75.0 -
A0.0 x 1020 5L

<50 000 - 25,000 4mm3; <50.0-
260 1020 /L

Definition: & finding base d on laboratorytest results that indicate a decrease in number of platelets in a blood specimen.

<25,0004mmE; <25.0x 1029 /L

Serum amylase increased

|>ULN-1.§!ULN

|>1.5-EDxULN

|>2.EI-5EIxULN

Definition: A finding based on laboratorytest results that indicate an inorease in the lewvels of amdase in @ serum specimen.

550 un

Urire output decreased

|

| Oliguria (<20 mlin & hr)

Definition: & finding base d ontest results that indicate unine production is less relatw to previous owput.

|ﬁ~nuria (<240 mlin 24 hra

“ftal capacity abnomal

Definition : A finding based on pulmonary fnction t2 st resules that indicate an abnormal wital capa city @me unt of eshaled after a maximum inhalation) when campared to the predicdad

value .

a0 - 5% of predicted value

<5 - S0% of predicted walue;
limiting instrumentl ADL

<A0% o fpredicted walus;
limiting self care ADL

izight gain

|5 - 10% from baseline

|1EI - <20°% from baseline

| »=20% fom bazeline

Definition : & finding characterzed byanincrease in owverall body weight; for pediatrics, gre ate rthan the bazeline growth cune .

Wizight loss

Definition: & finding characterzed bya decrease in overall bo dywe

Ao <10% from basaline;
intervention not indicate d

10 - <20% from baseling;
nutrtional support indicated

»=20% fombaszling, tube
®eding or TP Mindicated

ight; for pediatrics, lessthan the baseline growth curwe.

ihite blood cell decreased

Definition : A finding basedonlab

<LLM - 20004nm3; <LLM - 2.0 x
10edsL

<3000 - 2000 mim; <20-20 x
10e@ JL

10e0 JL

oratorny test results that indicate an decrease in numberafwhite blood c2llsin a blood specimen.

<R000- 1000mm3E; <20 -1.0x

<1000 nm3; <10« 109 /L

Inwestigations - Cther, specify

Asyrptomatic or mild
symptoms ; dinical or diagnostic
obsenations anly; intervention
not indicated

Moderate: minimal, local or
nonin @ sive intervention
indicated; limiting age-
appropriate instrumental A0L

Severz or medically significant
bt ot imme digtely lite-
threate ning; hospialization or
prolon gation of existing
hospitaliz atio nindicate d;
disabling; limiting self care AOL

urgent inte e ntion indicate d

Lite-thre ate ning consequence s;

Death
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Metabolism and nutrition disorders

care AOL

urgert inte ree ntion i ndicate d

Grade
Bideerse Event 1 2 3 4 5
Acido sz pH <normal, but = 7.3 - pH <72 Li®-threatening consequancas | Death
Definition: A disorder characterized by abnormally high acidity (high hydrogen-ion concentration’ ofthe blood and other bo dytizsues.
A cohol it lerance - Prasent Severa symptoms; limitng self | Lik-threatening consequences; | Death

Definition: A disorder characterized by an increase in senStivity o the adverse e fiects of aleohal , which can include nazal congestion, skin fushe =, heart dysrhyth mias, nausea,
wamiting, indigestion and headaches.

160 mgfdL; Fasting glucose
walue LM - 3 3 mmoliL

240 mgrdL; Fasting glucose
wdlue 5.9 - 138 mmol/L

Definition: A dizsorder characterized by [aboratoryte s results that indicate an elevation inthe concent

mmalfL; hospi@lization
indicated

ration of blood sugar. b is usually

threatening consequences

A lalosis pH rnormal, but <=7.5 - pH=7A Life-threatening consequencas | Death

Definition: A dizorder character zed by abnormally high albalinity Jow hydrogen-ion concentration o fthe blood and ather body iszues.

Anorexia Lass o f appetite without Oral intake afte red without Aezsocigted with significant Li®threatening consequences; |Death
alteration in eating habits significant weight lass or weight lozz ormalnurition (e g., |ungent intere nion indicated

malnutrtion; oral nutritio nal inadequate oral calorc andior
supplements indicate d uid intake); ube feeding or
TP Mindicated

Definition: A disorder characterzed by 3 loss of app efite.

Dehydration Increased oral fuids indicated ; | M fluids indicated <24 hrs I fluids orhospialization Lie-threatening consequences; |Death
dry mucou s membrans s; indicated urgent inte e nton i ndicated
diminished skinturgor

Definition: A disorder characterzed by excessive loss of water from the body. biz usually caused by sewere diarhea , womiting or diaphoresis.

Glucnse intolerance Asymmptomatic; clinical or Symptomnatic; distary Sewerz swnptoms; insulin Li®threatening consequences; |Death
diagnostic ehzenations only modification or oral agent indicated urgert inbereention i ndicated
intervertion not indicats d indicated

Definition: A disorder characterized by an inabilityto propedy metabolize glucose,

Hypercalcamia *ULM - 115 mgddl; > ULM- 2.9 (2115 - 128 mgidl ;> 2.9- 31 | =125 - 12 8mgidl ;»3.1 - 2.4 (#1385 mgal; *2.4 mmolL; Dieath
mmald; lonized calciom *ULN [mmald; lonized calcium *15 - JmmoliL; lonized caldum #1.6 - |lonized calciom »1 8 mmal/L;

- 15 mmol/L 1.6 mmol/L; swmptomatic 18 mmol/L; hospitaliz ation life-thre ate ning consaquen s
indicatad

Definition: & disorder character zed by [aboratoryte =t results that indicate an elevation inthe concentration of calcium in blood.

Hyperghyz:emia Fasting glucoz= value *ULH - Fazting glucoze value =160 - 250 - 500 mgidL; =138 - 27 & [ #5800 mgddLl; =27 .8 mmaliL; life- | Death

an indication of diabetes meallitus or glucose

mmold; lonized calciom <LLH
- 10 mmolfL

mmold ; lanized calcdum <1.0 -
0.9 mmol/L; svmptomatic

mmolfL; lanized caldum <09 -
0.8 mmol/L; hespitaliz ation
indicatad

lonized caleiom <0 & mmald;
lie-thre aten ing oo nse quences

intolerance:
Hyperkalemia *ULM -5 5 mmaliL 6.5 - 60 mmal/L #6.0 -7 0 mmall; *T.0mmolfL; life-threatening Death
hiospitaliz ation indicate d COnSeqUences

Definition: A disorder characterzed by [aboratoryte st rezuls that indicate an elevation inthe concentration of potassiom in the blood ; assodated with kidne v Gilure or sometimes with

fthe use o f diuretic drugs.

Hypemmagne == mia *ULM -3 0 mgdfdL; »ULN- 123 |- 0-80 mgidl; »123- 330 [#8.0mgidl; 330 mmold; lie- | Death
mimialL mmialfL threatening conse quences

Definition: A disorder characterz ed by [aboratory t= st rezuls that indicate an elevation inthe concentration of magnesiumin the blood.

Hypematremia LM - 150 mmal/L #180- 158 mmal/L 155 - 160 mmoal/L; # 160 mmoliL; life-threatening Death

hiospitaliz ation indicate d COnZequUences

Definition: A disorder characterz ed by [aboratory te st rezults that indicate an elevation inthe concentration of sodium in the blood.

Hypeartrigheidemia 140 mgfdL - 200 mgaL; 1.71 300 mgfdl - 500 mga L; >3 .42 [>500 mgsdl - 1000 mgad L; 5.7 | = 1000 mghdL; » 1.4 mmalil; Dieath
mmaolL - 3 4EmmoliL mmolL- 5.7 mmol L mmolfl - 11.4mmaoliL lite-thre abe ning oo nsaquen ces

Definition: A disorder charactenz ed by laboratory te st rezults that indicate an elevation inthe concentration oftrighyce ide concentration inthe blood.

Hypemricemia *ULM - 10mgddL; <=0 59 - *ULM - 10 mgddL; <=0.59 10 mgdL; #0539 mmaliL; life- | Death
mmoliL without physiolo gic rmmolfL with physiologic threatening conse quences
COnSeqUEen 2 = CON SR UEnGes

Definition: A disorder charactenz ed by laboratory te st rezults that indicate an elevation inthe concentration of unic acid.

Hypoalbuminemia <LLM- 3 gdL;<LLM- 30 g/l <3 - Zgal; «<30- 20 g/l <2 gidL; <20 gL Lite-thre atening consequences; |Death

urgert i nte mention indicate d
Definition: A disorder characterz ed by [aboratory te st resuls that indicate a low concentration of albumin in the blood .
Hypocalcemia <LLM- &.0mgddl; <LLN -2 D <80 -7 0 mgsdl; <20 - 1.75 0-G0mgdl; <175- 1.4 <6.0mgfdL; <1.5 mmalfL; Death
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Metab olism and nutrition disorders

Grade
Loerse Evert 1 2 3 4
Definition: & disorder characterized by laboratoryte st results that indicate 3 low concentration of calcium in the blood.
Hypoglycemia <LLM - 55 mgddL; <LLM - 3.0 <4l - 30 mgdl; <22 -1.7 <30 mgfdLl; <17 mmaolil; life- Death
mimialL mmaliL thre gte ning consequen c2s;
seizunes
Definition: A disorder characterized by laboratoryte st results that indicate a low concentration of glicose in the blood.
Hypokalemia <LLM - 3.0 mmolfL ZLLH - 3.0 mmaliL; <3.0 -2 A mmolid; <2.5 mmolfL; life-thre atzning Death
symptomatic; i nte re nion hospitaliz gtio n indicate d CON SR Uences
indicated
Definition: & disorder characteri zed by laboratoryte st results that indicate a low concentration of potassium in the blood.
Hypomagne semia <LLM- 1.2 mgddl; <LLM- 05 1.2 - 08 mgddl ;<0.5- 0.4 <09 -07F mgidl; <04-0.3 <0.7 mg/dL; <03 mmaliL; lie- | Death
mmoliL mmealiL mmolfL thre ate ning consequen ces
Definition: A disorder characterized by laboratoryte st results that indicate alow concentration of magnesiumin the blood.
Hyponatremia <LLM - 130 mmalfL <130 - 120 mmaoliL <120 mmolfL; life-threatenin g Death
CONFRUEnCes
Definition: A disorder charmoterzed by laboratoryte st results that indicate alow concentration of sodium in the blood.
Hypopho sphatemia <LLM- 2.5 mgidl; <LLM- D2 <IA-20mgidl <0E- 06 <20 - 10 masdl; <06 -0.2 <1.0mg/dL; <003 mmalid; like- | Death
mmoliL mimea L mmolfL thre gte ning consequen ces
Definition: A disorder charmoterzed by laboratoryte st results that indicate alow concentration of phosphates inthe blood.
Iran oweraad Moderaste symptams; Sewers symptoms; intenention | Lik-threatening consequences; |Death
intervention not indicate d indicated urgent irte roe nton indicate d
Definition: A dizorder characterized by accomulation o firon in the tissoes,
Obesity BhAI 25 - 299 kg/mZ Bt 30 - 3999 kgymZ, or 1 or 2 | Bl >=40 kgim2
decimals should be used
con sistently over both grades
Definition: A diszord er characterized by hawing a high amount of bod yw @t
Turmar lysis syndrome Pre=ent Lie-threate ning consequencas; | Death
urgent ire roe nton indicate d
Definition: A dizorder character zed by me@bolic abnomalities that result from a spontane ous or the@poerelated eytolysiz o fomarcells.
tietabolizm and nutrt on Feymptomatic or mild Moderate; minimal, local or Severs or medically significant | Lik-thre atening consequences; |Death
disorders - Other, specify symptoms; dinical ordiagnostic |naninwasive intereention but niat imme digtehy life- urgernit irte roe nton indicate d
obsenations only; intervention  |indicated; limiting age- threatening; hospialization or
not indicated appropriate instrumental AOL prolongation of existing
hia=pitaliz o n in dicated;
dizabling; limiting =elf care ADL

CTCAE 4.0 - May 28, 2009 : Metabolism and nutrition disorders 45

CARTISTEM® page 102 of 137

CONFIDENTIAL: These all contents herein are the sole property of MEDIPOST Co., Ltd. Any reproduction or
distribution of this document without the written consent of MEDIPOST Co., Ltd is prohibited. Copyright © 2017
MEDIPOST Co., Lt




Musculoskeletal and connective tissue disorders

Grade
N erse Event 1 2 2 4
Fbdominal sot issue necrosis |- Lozal wound care; medical Operative debridement orother |Lik-hreatening consequences; | Death
interwention indicated (2., invasiwe intervention indicated  [urgent intere nton indicatz d
drezsings ortopical (&.g. tizsue reconstruction , 1ap
medications] or grafting)
Definition: & disorder characterized by a necroti ¢ process occurming in the soft tissue s ofthe abdominal wall.
Arthralgia ild pain hdoderate pain; limiting Sewers pain; limiting self care |-
instrumental A0L A0L
Definition: A disorder characterized by @ sen sation of marked discomfort in 3 joint.
Frthritis hlild pain with inflammation, hoderate pain associgted with | Sewers pain associate d with -
erythema, or joint swelling zignz of inflammation, signs ofinfammation,
erythema, or joint awelling; erythema, or joint swelling ;
limiti ng instrumental A0L imeversible joint damage;
dizabling ; limiting self care ADL
Definition: A disorder characterized by inflammation inwelving a joint.
Fo@scular necrosis Asymptomatic; elinical or Symipto matic; limiting Severe symptoms; limitng self | Lik-threatening consequences; | Death

diagnostic obseruations anly;
intervantion not indicated

instrumental A0L

care ADL, elective operativ
intervertion indicated

urgent imte re ntion indicate d

Definition: A disorder characterized by necrotic change = in the bone izsue due tointerruption ofblood supply. Mozt oten afieding the e piphysis ofthe long bones, the necrotic
changes result inthe collapse and the destudion ofthe bone strocture

Back pain

Ilild pain

hloderate pain ; limiting
inzstrumental ADL

Definition: A disorder characterized by marke d discomfort sensation in the badh negion.

Sewers pain; imiting self cane
AOL

Bone pain

Mild pain

Moderate pain; limiting
instrumenta| A0L

Definition: A disorder characterized by ma e d discomfort sensation in the bones.

Sewere pain; limiting self care
ADL

Buttock pain

Ilild pain

hoderate pain; limiting
instrumental AOL

Definition: A disorder characterized by ma e d discomfort sensation in the buttocks.

Severe pain; limiting self cane
AOL

Cheszt wall pain

Ilild pain

hioderate pain; limiting
instrumental A0L

Definition: A disorder characterized by ma rke d discomfort sensation in the chest wall region.

Sewers pain; limiting s&/f care
AOL

Evostosis

Asymptomatic; clinical or
diagnostic observations only;
intervention not indicate d

Symptomatic; limiting
instrumenta| A0L

Definition: A disorder characterized by non-neoplastic owvergrowth of bone.

Sewers symptoms; limiting self
care AD0L, elecive oparative
inite roe i on indicated

Fibrosis deep connective tissue

Mdild induration, able to mowe
shin parallel to plane (zliding
and perpendicalarta skin
[pinchingupl

Moderate induration, ahlato
dide skin, unable to pinch skin;
limiting instrumental AOL

Definition: A disorder characteriz ed by fbrotic dege neration ofthe deep connedive issues.

Sewers induration; unahle to
dide arpinch skin; limiting joint
or onfce mowement (2 g.
miauth, anus’; limiting self care
ADL

Generalized; associated with
zign s or symptoms of impaired
breathing or & eding

Death

Flank pain

Ilild pain

hoderate pain; limiting
instrurmenta | ADL

Definition: A disorder charactenz ed by rarke d discomfort sensation on the lateral side ofthe bodwin

Sewere pain; limiting self cane
AOL

the negion belaw the ribs and abo

wethe hip.

Generalized musde weakne ss

Definition: & disorder charadterz ed by a reduction inthe strength of muscles inmuttiple an atomic sites.

Symptomatic; weakness
perceived by patient but not
evident on physical axam

Symptomatic; weakness evident
on physical exam; weakness
lirmiting in strumental A0L

iz abmess limiting self care
A0L; disabling

Growth suppression

Reduction in growth welocity by
10 - 28% ideally measured ower
the perod of a3 year

Re duction in growth welocity by
30-48 % ideally meazured ower
the period ofa year or 0 - 49 %
reduction in growth from the
baseline growth core

Definition: & dizorder charadteriz ed by of stEture that iz smallerthan nommal 3= expected for age.

Faduction in growth welocty of
=507 ideally measured ower
the perod of 3 year
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Musculoskeletal and connective tissue disorders

Grade

HLdverze Evert

2

3

4

Head =oft issue necrosis

Definition: A dizord er characterized by a necroi ¢ process occuming

Local wound care; medical
intervention indicated (z.g.,
dres=ings ortopical
medications]

in the soft tissues ofthe head.

Operative debridement orother
inwasiwe intervertion indicated
{e.g.tissue reconstructon, 1ap
or grating]

Lite threatening conseque ne s;
urgent inte rentio nindicate d

Death

Joint effusion

Feymptomatic; clinical or
diggnostic obsenations an by
intervention not indicated

Sympta matic; limiting
in=tru me nta | AOL

Sewene symptoms; limitng self
care ADL; elactive ape rative
interwention indicated; dizabling

Definition: Adizorder charactenized by excessive fluid in 3 joint, usually as a result o fjoint indammation .

Joint range of motion decreassd

Definition: A dizord er characterized by a decreasze in joint flexibility

=26% loss of ROM (@nge of
motion); decreased RO
limiting athletic activity

»26 - 60% decreasein ROM;
limiti ng instrumental A0L

ofanyjoint.

»60 % decrease in ROM; limiting
salfcare ADL; disabling

Joint range of motion decrea=sd
cerical spine

Definition: Adizord er charactenized by a decrease in flexibility of 3 cerical spine joirt.

Ifild restri ction of rotEtion or
flexion between 60 - 70 degrees

Rot@tion <60 degre es to right or
ledt; <60 degrees of dexion

Aobodo zedfused awer muliple
sagments with no C-spine
rotation

Joint range of motion decrea s2d
lumbar spine

Definition: Adizorder charactenzed by a decreasze in flexibiltyof 3l

Stifihe s5; difficulty bending to
the doorto pick up 3 werylight
object but ableto do athletic
i ity

Pain with ange of mation
[ROMIin lumbar spine; requires
2 reaching aid to pick up a wry
light object from the floor

umbar spine joint.

A0 lumbar spine flexion;
associgted with symptoms of
ankoss or fased ower muliple
segments with no L-spine
desion (& g., unable to reach to
Hoorto pich up @ werylight
abject)

Hypho siz

Definition: A dizord er characterized by an abnormal increa s2 in the

FAeymptomatic; clinical or
diagnostic observations anly;
intervention not indicate d

Moderate accentuation; limiting
instrumenta | AOL

curuature of the thoracic portion o

Severe dccEnt FHo n; ope rative
inte ruention indicated; limiting
zalfcare AOL

fthe spine.

Lo rdusis

Definition: A dizorder characterized by an abnormal increa s=2 in the

Feymptomatic; clinical or
dizgnostic obsenations an by
intervention not indicatzd

Mladerate accenation; limiting
insrumental ADL

curgture of the lumbarportion of

Sewene 3cCent 3o n; operativ
inte reention indicated; imiting
zalfeare ADL

the spine.

hiusde weakne 55 let-sided

Symptomatic; perezived by
patient but not evident on
physical exam

Symptomatic; evident an
physical exam; limiting
instrume ntal ADL

Limiting self care A0L; disabling

Definition: Adizorder characterized by a reduction inthe strength of the muscles on the left 5de ofthe body.

hiuzcde weakne sz lowerlimb

Definition: A dizord er characterized by a reductioninthe strength of the lower imb musdes.

Sympto matic; percaived by
patient but not evident on
phyzical ex@m

Symptomatic; evident an
phrysical exam; limiting
instumental A0OL

Limiting =&lf care A0L; dizabling

hiuzde weakne == right-sided

Sympto matic; perceived by
patient but not evident on
phyzical exam

Symptomatic; evident an
phrysical exam; limiting
instrumental ADL

Limiting =&lf care ADL; dizabling

Definition: A dizord er charactenized by 3 reductioninthe strength of the muscles on the right side of the body

hiusde weakne ss trunk

Definition: Adizorder charactenzed by a reductioninthe sirength of the trunk mu scles.

Symptomatic; perezived by
patient but not evident on
physical exam

Symptomatic; evident an
physical exam; limiting
instrumental ADL

Limiting self care A0L; disabling

hiuzde weakne sz upper limb

Sympto matic; percaived by
patient but not evident an

phyzical exam

Symptomatic; evident an
phrysical exam; limiting
instumental A0L

Limiting =&lf care A0L; dizabling

Definition: A dizord er charadenzed by a reductoninthe strength of the upper limb muscles.

CARTISTEM®

CTCAE 40 - May 28, 2009 : Masca bzke ke Bl avd con e ctie thsie dionde rs

i

page 104 of 137

CONFIDENTIAL: These all contents herein are the sole property of MEDIPOST Co., Ltd. Any reproduction or
distribution of this document without the written consent of MEDIPOST Co., Ltd is prohibited. Copyright © 2017
MEDIPOST Co., Lt



Musculoskeletal and connective tissue disorders

Grade
Boverse Event 1 2 =] i 3
hlusculoshke le@l deformity Cozmetically and fandtionally Diefo rmity, fypoplasia, or Significant def mmity, -
inzigniicant hoypoplasia aswnmmetry ableto be hypoplasia, orasymmetry,
remediated by prosthesis (e.g., |unableto be remediated by
shoe insertor covered by prosthesis or cowered by
clothing dothing; dizabling

Definition: & dizord er characterized by of 3 malformation ofthe musculoskeletal system.

tulyalgia hild pain Moderate pain; limiting Sewerz pain; limitn g self care -

instrumental A0L A0OL

Definition: A dizord er character zed by marke d discomfort sensation orgin ating from @ muscle or group of mu scles.

tulyioziti= Mild pain Moderate pain associgted with [ Pain associated with sewverse -

weakness; pain limiting we ahn ess; limiting self cane
instrumental A0L A0OL

Definition: A dizord er character zed by inflammation inwlving the skelatal musde =

Meck pain Mild pain Moderate pain ; limiting Sewerz pain; limitn g self care -

instrumenta | A0L A0OL

Definition: A dizord er cha@cterized by marke d discomfort sensation in the nack area.

Mechk soft issue necrosis - Laeal wound care; medical Operative debridement or other |Lik-threatening consequences; | Death

intervention indicated (2.9., invasiwe intervention indicated  |urgent ire renton indicate d
drez=zings ortopical I&.g.tissue reconstructon, 13p
medizations) ar grafting)

Definition: & dizord er characterzed by a necrotic process oceumng in the softtizsues ofthe neck.

Osteonecroziz of jaw Aeymptomatic; clinical or Symptomatic; medical Sewere symptoms; limiting self | Lik-threatening consequences; | Death
diggnostic absernations anly; intervention indicated (2.4, care AOL; electie ope rative urgent ire reention indicate d
intervention not indicate d topical agent=); limiting irte roe i on indicated

instrumental AOL

Definition: A disord er characterized by a necrotic process occuming in the bone ofthe mandible.

Osteoporos= Radiolo gic evide noe of BhdDt-score <-2.5; loss of Losz of height »=2 em; -
osteopoross or Bone hdineral height <2 cm; anti-osteoporctic  |hospitaliz ationindicate d; limiting
Density (BMO0t-2c0re - 110 -2.5 [theapy indicated; limiting salfogre AOL
fosteopenial; no loss o fheight  |instrumental A0L
or intervention indicated

Definition: A dizord er characterzed by reduced bone mass, with 3 decrease in corical thickne sz and inthe number and size ofthe rabeculae of cancallous bone (bt nomal chemical

composition), re suling in increased fracture inc dence.

Painin extremity hild pain hdoderate pain ; limiting Sewere pain; limiting self care -

instrumenta | A0L A0OL

Definition: & dizord er character zed by marke d discomfort sensation in the upper or lower & stremities .

Pelvc sottisaue necrosis - Local mound care; medical Operative debridement or ather | Lig-threate ning consequences; |Death

interwention indicated (2., invasive intervention indicated  (ungent inte reention indicate d
dres=sings ortopical e.g.tizsue reconstructon, 1ap
medications) or grafting

Definition: & dizord er chaacterzed by a necrotic process oceumng in the softtizaues ofthe pelis.

Solio sis <20 degree =; clinically #20 - 44 degrees; visible by »45 degrees ; so3 pular -
undete ctabls orward fexion ; imiting prominenc2 in #rward e sdon ;

insrumental A0L operative irtereenton indicated;
limiting self care A0L; disabling
Definition: & disord er characterz ed by a malformed | lateral conature ofth e spine.
Sottizsue necross lower limb |- Lacal wound cars; medical Operative debridement or other | Lig-threate ning consequences; |Death
intervention indicated (e.g., invasive intervention indicated  |urgent inte rention indicate d
dre=zings ortopical (2 g .fizsue reconstructon, fap
medications) argrafing )
Definition: A dizord er characterz ed by a necrotic process occurming in the soft tissues ofthe low er extre mity.
Sottisaue necrods upperlimb |- Lacal wound care; medical Operative debridement or other |Lik-threatening consequences; | Death

intervention indicated (e.g.,
drez=zings ortopical
medicatons)

invasve intervention indicatad
(e g .tizsue reconstructon, 1ap

urgent ire ruention indicate d

argrafting

Definition: A dizord er characterz ed by a necrotic process occuming in the soft tisoues ofthe upper e stremity.
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Musculoskeletal and connective tissue disorders

Grade
Nichiarse Evert 1 2 2 4
Superficial zoft tizsue fibrosis Ifild induration, able to mow hioderate indurstion, ableta Severa induration; unable to Generalized; assodated with Death
shin parallel to plane (=liding) slide =kin, unable to pinch skin;  |side orpinch skin; limiting joint | =signs or symptoms ofimpained
and perpendicularto skin limiting instrumental ADOL or orifice mowerment (2 g. breathing or feeding
(pinching up) mouth, anus; limiting self care
A0L
Definition: A dizorder cha racterized by ibrotic degeneration ofthe superficial soft tissues.
Trismus Decreazed ROM {Enge of Decreazed ROM requiing small | Decreased RO with inabilityto |-
motion) witho ut impaired eating  |bites, sot food = or purees adequately aliment or hydrate
orally
Definition: A dizorder characterized by lack of abilityto open the mouth flly due to 3 decre ase in the ange of motion o fthe muscles of masticaton.
Unequal limb length Mlild length discrepancy <2 cm (Moderate length discrepancy 2 - | Sewvers length discrepancy » 8
& om; shoe lift indicated; limiting | cm; limiting self care ADL;
instrumental A0L dizabling ; operative intervention
indicated
Definition: & dizorder characterized by of a discrepancy between the lengths ofthe lowerorupper exre mities.
hiusculoshe le@l and connective | Asymptomatic or mild Moderate; minimal, local or Sewerz or medically signidcant | Lig-threatening consequences; | Death

ftiz=ue dizorder - COther, spe cify

symptoms; dinical ordiagnostic
obzervations only; intervertion
nct indicated

nonin v sive intervention
indicated; limiting age-
appropriate instrumental A0L

burt not imime digtely life-
threatening; hospitalizatonar
prolongation of existing
hospitalization indicats d;

dizabling ; limiting =elf care AOL

urgent inte reentio n indicate d

CTCAE 4.0 - May 28, 2009 : Musculoskeletal and connective tissue disorders 49 CTCAE 4.0 - May 28, 2009 : Neoplasms benign, malignant and unspecified (incl cysts and polyps) 50
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Heoplasms hbenign, malignant and unspecified {incl cysts and polyps)

Grade

Oerse Evert 1 2 k] 4 5

Le ukemia secondanyto - - - Prasent Death
on col ogy chemotherapy

Definition: & dizord er cha racterized by leukemia ansing as a result ofthe mutagenic effect of chemotherapyagents.

hlyelodyzplastic syndrome - - - Life threatening consequences; |Death
urgent inte rention indicate d

Definition: A dizorder characterized by insufficiently ha alth w hematapoi etiic call production bythe bone mamow.

Treatment related sacondany - - Mon lie-threatening s2 condary | Acute life-threatening secondany | Death
malignancy malignan cy malignancy; blast erisis in
leukemia

Definition: A dizorder characterized by development of a malignancy most probably as a resuht oftreatment for a previously existing malignancy.

Tumoar pain Ifild pain hioderate pain; limiting Severa pain; limiting =alf care
instrumerntal ADL AOL

Definition: A dizorder characterized by marked discomfort from a ne oplasm that may be pressing on a nerve, blocking blood wessels, inflamed or factured from metas@ss.

Meoplasms benign, malignant | Asymptomatic or mild hioderate; minimal, local or Severa or medically signiicant | Lie-threatening consequences; |Death
and unsp eciied (nd cystsand  [symptoms; dinical ordiagnostic |noninwa sve intervention bt not immimee digtely life- urgent inte reention indicated
polyp=) - Cther, specity ob=servations only; intervention  |indicated; limiting age - threatening; hospitaliz atonor

not indicated appropriate instrumentl AOL prolongation of existing

hospitaliz gtion indicate d;
dizabling; limiting zelf care ADL
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Hervous system disorders

Grade
Nckerse Event 1 2 2 4 Bl
#b ducens nerve disorder FA=ymptomatic; clinical or Moderate symptomns; limitin g Severe symptoms; limiting self |-
diagnostic obsenations on by instrumental AOL care AOL
intervention not indicated
Definition: A disorder characterized by involvement of the abducens ne re (sisth cranial nene ).
Foceszony nerve dizorder Aeymptomatic; clinical or Mioderate symptoms; limitin g Sewers symptoms; limiting salf |-
diagnostic abservations on by insrumental A0L care AOL
intervention not indicated
Definition: A disorder character zed by invalvement of the accessory nerve (eleventh cranial nerve)).
Foougic nene dizorder HOS Asymptomatic; clinical or hloderate swmptoms; limiting Sewere symptoms; limitng self |-
diagnostic observations on by, instrurmental A0L care A0OL
intervention not indicated
Definition: & dizorder character zed by involwerment of the acoustic nerwe feighth cranial nene ).
Feathizia Mlild restlessnes=s or increased  |Moderate rest essness or Severa resessness or -
miotar activity increased mator acivity, limiting [increased moto ractivty; limiting
instrumental A0L zalfcare ADL
Definition: A disorder character zed by an uncomiarable feeling ofinne rrestlessness and inabilityto stay stll; this is 3 side effect of some psychotopic dnigs.
Amnesa Mild; transient memory loss Moderate; short te m memony Severe; long term memoryloss; |-
lo=s; limiting instrumertal A0OL  |limiting self care ADOL
Definition: A disorder characteri zed by systematic and extensive loss of memony.
A honia - - “whizelessness; unable to speak |-
Definition: & dizorder character zed by the inabilityto speak. E may result from injures to the vocal cords or may be functional (peychogenic).
Frachnoiditis lild symptoms Moderate symptomns; limiting Sewera symptoms; limiting self | Lik-threatening consequences; | Death
instumental A0L care A0L urgent inte rvention indicate d
Definition: & dizorder charactar zed by inflammation of the arachnoid membrane and adjacent subarachnoid space.
Ftaxia FAsymptomatic; clinical or Moderate symptoms; limiting Sewera symptoms; limiting self |-
diggnostic observations on by instrumental A0L care ADL; mechanical
intervention not i ndicate d assis@nce indicate d
Definition: A disorder character zed by lack of coordination of musd e movement= resulting in the impaiment orinabilityto perform voluntary activities
Brachial plexopathy Aeymptomatic; clinical or Moderate swmptoms; limiting Sewere symptoms; limiting self |-
diagnostic abservations on by insrumenal A0OL care A0OL
intervention not i ndicate d
Definition: A dizorder character zed by regional paresth esia o fthe brachial plesus, markied discomfort and mussle we akness, and limited mowverment inthe am or hand.
Central nervous systam Aeymptomatic; clinical or Moderate symptoms; Severa symptoms; medical Lie-thraate ning consequences; |Death
e croSis diagnostic obsenations on by coricosteroids indicated intene ntion indicated urgent i nte ruention indicate d
intervention not i ndicate d
Definition: A disorder characterz ed by a neorotic process occurming in the brain andfor spinal cord.
Cerebrospinal 1uid leakage Past-craniotomyy: Post- craniotomy: moderate Sewere symptoms; medical Li-thraate ning consequences; |Death

aswmptomatic; Post- lumbar
puncture: transient headache ;
postural care indicated

symptoms; medical interwenton
indicated; Post- lumbar
puncture: persistent moderate
symptoms; blood patch
indicated

Definition: A dizorder characterz ed by loss of cerebrospinal fluid intothe sumounding tssues,

inte nue ntic nindicate d

urgent i nte reertion indicate d

Cognitive disturbance

ild oo gnitive disability; not
interfering with workfschoo Wife
performance ; specialize d
educational servicestavoes
not indicated

Moderate oo gnitive disability;
interfering with worSchooldife
performance but capable of
independent living; specialized
resources on parttime basis
indicated

Definition: & dizorder characterz ed by a conspicuou = change in cognitive fndion.

Sevara cognitive di sability;
signifcant impaiment of
wardschoollife perfoman ez

Concentration impaimment

Ilild inatte rion or decreazed
lewel of concentration

Moderate impaimeant in
gttention or decreased lewel of
oo nce niration; limiting

Severa impaimment in atention
ordecreased level of
concentration ; limiting self care

instrumental ADL

Definition: A dizorder charadtenz ed by a3 deterioration in the abilityto concentrate.

AOL
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Hernvous system disorders

Grade
Bdverse Evert 1 2 3 4 b

Depre szed lewel of Decreaszed level of alermeass Sedation; slow response to Cifficult to arouse Life-threatening consequences | Death

COnSCiousness stimuli; limiting instrumental
ADL

Definition: & dizord er characterized by a decrease in abilityto percaive and re spond.

Dizziness Mild un=te adiness or sensation  |Moderate unsteadine == or Severa unsteadine == or -

of mowerment sensation o fmowement; limiting  [s2nsaton of mowment; limiting
instrumental A0L zalfcare ADOL

Definition: & dizord er character zed by a disturbing =ensation of lighthead ednes =, unsteadine ==, giddiness, spinning or rocking.

Oiy=arthria hild slurred spesch hioderate impairment of Severa impaiment of -
artica lation or durred speech articulation or slured speech

Definition: A dizord er characterized by sow and slumed speech resulting from an inability to coordingte the muscles used in speech.

Oy=zesthesia Mild =2 n=ory alteration Moderate sensony atteration ; Sewera sensory ateraton ; -
lirmiti g i nstrumental A0L limitin g self care A0OL

Definition: A dizord er character zed by distortion of =ensory perception , resulting in an abnomal and unpleasant en sation .

Oiy=ge usia Atered taste but no change in - | Atered taste with changein diet |- -

diet (.., oral supplements);
noxious or unplea sant @ste;
loss oftaste

Definition: & dizord er characterized by abnormal sensual experence with the taste of food stuffs; it can be related to @ decrease in the sense of mell.

Oysphasia P aren ess of re captive or Moderate receptive or Sewars receptive or expre ssive -

expressive charactenistics; not  |expressive chamctenstics; characteriztics; impainng ability
impairing a bilityto communicate |impaiing ability te communicate [to read, write or communicate
spontaneou shy inte lligibily
Definition: A dizord er characterized by impairment of werbal communication skills, often resulting from brain damage .
BEdema cerzbral - - Lif-threate ning consequences; |-
urgent irme roenton indicate d

Definition: A dizord er characterized by swelling due to an excessive accumulation of fuidinthe brain .

En cap halopathy Mild symptoms hdoderate symptoms; limiting Sewerse symptoms; limiting self | Lik-threatening consequences; | Death
instrumental A0L care A0L urgent ire rention indicate d

Definition: A dizord er characterized by a pathologic process inwalving the brain.

Evtrapyramidal disorder ild inwolurtary mowements hloderate invaluritary Sevara involuntary mowements | Like-threate ning consequences; | Death
mowe merits ; limiting or torticollis; limiting == care urgent ire ruention indicate d
instrumenta | AOL AL

Definition: A disord er characterized by abnormal, repetitive , invaluntary mo scle mowvements, frenzied speech and extreme restlessness.

Facial muscle weakness Aeymptomatic; elinical ar hloderate symptoms; limiting Severa symptoms; limiting selt -

diagnostic obsenations only, instrumental A0L care A0L
intervention not indicate d
Definition: A disord er characterz ed by a reductioninthe strength of the facial muscles.
Facial nerve disordar Aeymptomatic; dinical or Moderate swmptoms; limitng Sewere symptoms; limiting self -
diagnostic obsenations only, instrumental A0L care A0L
intervention not indicate d

Definition: A dizord er cha@cteriz ed by invole ment ofthe facial nene (z2wenth cranial neree).

Glo szopharyngeal nerw Peymptomatic; dinical or Moderate symptoms; limiting Sewerz symptoms; limiting self  |Lik-threatening consequences; | Death

dizord er diagnostic observations only; insrumental A0L care A0L urgent ire ruenton indicate d

intervention not indicate d

Definition: A dizord ercharacterz ed by inwolwe ment ofthe glossopharngeal nerve (ninth oranial nerve’).

Headache Mild pain Moderate pain; limiting Sewerz pain; limitng self care -
insrumental A0L A0OL

Definition: & dizord er charagerz ed by a sensation of marked discomiort in warious parts ofthe head , not confined to the area of distribution of any nerve.

Hydrocephal us A=ymptomatic; dinical ar hdoderate symptoms; Sewara Symptoms or Life-thre ate ning consequences; |Death

Definition: A dizord er characterz ed by an abnommal increase of cerebrospinal fuid in the venticles ofthe brain.

diagnostic abserations only;
intervention not indicate d

intervention not indicated

neurological defict; intervention
indicated

urgent ime rention indicate d

Hypersomnia

ild increased need for deep

hioderate increased need for
sHesp

Severa increased need for
seap

Definition: A disord er charactenz ed by characterized by excessive sleepiness during the dayime.
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Hernvous system disorders

Grade

Bdverse Evert

1

2

3

Hypiogle ssal nerve disorder

Definition: & dizord er characterized by inwvolvement of the hypoglos:

Peymptomatic; elinical or
dig gniostic absenations only;
intervention not indicated

Moderate swmptoms; limiting
instrumental A0L

=3l nerve (twelth oranial nerve).

Severa symptoms; limiting selt
care A0L

Intracranial hemorrhage

Definition: A dizord er characterized by bleeding fomthe craniom.

Aeymptomatic; clinical or
dig gniostic absenations only;
intervention not indicated

hioderate symptoms; medical
intervention indicated

iantriculosto my, [CP

me nitoring, intra we nin cular
thrombolyss, or op erative
intervertion indicated

Li®-threatening consequences;
urgent ire reention indicate d

Cieath

|5:he mia cereb rovascular

Peymptomatic; clinical or
diggnostic abserations anly;
intervention not indicated

Moderate symptoms

Definition: A dizord er characterzed by a decrease or absence of blood supplyto the brain caused by

damage.

obstruction ithrombusis or embaoli

=m’ofan artery resuling in neurclogical

I%th nerve disorder

Definition: A dizord er characterzed by involvement of the trochlear

Peymptomatic; clinical or
diagnostic absenations only;
intervention not indicated

Moderate symptoms; limiting
instrumental A0L

nere (fourth oranial nerve).

Severe symptoms; limiting self
care A0L

Lethargy

tild symptoms; reducead
alerne ss and awarene ss

hioderate symptoms; limiting
instrumental A0L

Definition: & dizord er character zed by a decrease in consciousness charaaenz ed by mental and phyeical inertness.

Leuko encephal opathy Feymptomatic; small focal hoderate symptoms; facal Severa symptoms; extensive Lie-threatening consequences; |Death
THFLAIR hop erntensities; THFLAR hoype intensitie s, T2JF LA R hyperinte nzties, extensive T2FLAIR
irmlwing penwntricularwhite inualving perwertricular white inwalwing perwventricular white hypenntensites, inuwolwng
matter or <13 of susceptible matter extending into certrum (mater inwolwng 203 or more of | perventricalar white matber
areas of cerebrum +£ mild samicudle orinwehing 1.5 to 2,0 |susceptible area = of cerebrum |inwo hing most of susceptible
increase in subarachnoid space |of suscaptible areas of +- moderate to sewere inorease |areas of carebrum +- moderate
[5A57 andsfor mild carebrum +- maderate increase (in 545 andfor moderate to to sewereincrease in 5A%
wentriculomegaly in 545 andsbr moderate savere vartriculomega by andfor moderate to sewvere
wentricu lomegaly wventriculomegaly
Definition: & dizord er chaacterized by difiize reactive astrocwosis with multiple are as of necrotic #d witho ot inflammation.
hlemory imp aimment Mild mema ryimpaimment hoderate memonyimpaimment; | Sewvere memony impairment; i
limiting i nstrumental A0L limiting selfcare A0L
Definition: A dizord erchaacted zed by a deterioration in memory function.
hdenin gismus ild symptoms hioderate symptoms; limiting Severe symptoms; limiting self | Lik-threate ning consequences; | Death
instrumental A0OL care A0L ungent ire reention indicate d
Definition: A disord er characterzed by nech stiffness, headache, and photoph obia resulting fom imtation ofthe cerebral meninges.
hloements irvalurtary hild symptoms hoderate symptoms; limiting Sewera symptoms; limiting self -
instrumenta | A0OL care A0L
Definition: & dizord ercharacter zed by uncontrolled and purposeless movements.
tulyizliti= Peymptomatic; mild signs e.g., |Moderste weakness or sensory | Sewers weakness of Sensony Life-thre gte ning consequences; |Death
Babinshi's redex or Lhemmitte's  [loss; imiing instrumental AOL  |loss; limiting self care ADL urgent ire rention indicate d
=ign)
Definition: & dizord er chaacterz ed by inlammation inwvolving the spinal cord. Symptoms include weakness, paresthesia, sensory loss, marked discomiort and incontinenc: .

Meuralgia

hild pain

hioderate pain; limiting
instrumental A0L

Definition: A dizord er characteriz ed by imte nse painful sen sation along 3 nere or group of nerwes.

Sewere pain; limiting self care
AOL

Mystagmus -

Definition: A dizord er charadenz ed by involuntary movements of th

hloderate symptoms; limiting
instrumental A0L

e eveballs.

Severa symptoms; limiting self
care A0OL

Ozulomator nerve disorder

Definition: A dizord ercha@cterz ed by inwolwe ment ofthe aculomot;

Peymrptomatic; dinical or
diagnostic observations only;
intervention not indicate d

Moderate symptoms; limiting
insrumental A0L

or nerve (third cranial nerve).

Sewerz symptoms; limiting self
care A0L

Qlfactory nerve disord er -

Moderate symptoms; limiting

Severe symptoms; limiting selt

insrumental A0L

Definition: A dizord er characterz ed by inwolwe ment ofthe olfacto ry nerve (first cranial nerve).

care A0L
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Hernvous system disorders

Grade
Bdverse Evert 1 2 3 4 b
Paresthe sia Mild symptoms hoderate symptoms; limiting Severa symptoms; limiting selt -
instrumental A0L care A0L

Definition: A dizord er characterized by fanctional disturbancz s of sensory nauron £ resulting in abnommal cutaneous sensations of tingling, numbness, pressure, cold, and warmth that

are expernenced in the absence of 3 stimulus.

Perpheral motor neuropathyy Aeymptomatic; clinical or hdoderate swmptoms; limiting Sewers symptoms; limiting self | Lik-threatening consequences; | Death
diagnostic observations only; instrumental A0OL care ADL; assistive dewvice urgent irte ruention indicate d
intervention not indicated indicated

Definition: & dizord er character zed by inflammation or degeneration ofthe perpheral motor nerves

Perpheral zensory neuropathy | Asymptomatic; loss of deep hdoderate swmptoms; limiting Sewers symptoms; limiting self | Lik-threatening consequences; | Death
tendon redexes orparesthesia  |instumental A0L care A0L urgent ire reention indicate d

Definition: A dizord er characterized by inflammation or degeneration ofthe perpheral sen sory nerves.

Phartom pain Mild pain Moderate pain; limiting Sewerz pain ; limitn g self care -

instrumenta | A0L A0OL

Definition: A dizord er character zed by marke d discomfort related to alimb or an ongan that is remowed from oris not physically part ofthe body.

Presmcope | |Fr\esem {2.g., near firting) | -

Definition: A disord er characterized by an epizode oflightheadedness and dizziness which may precede an episode of syncope.

Pyramidaltract sydrome Aymptomatic; clinical or Moderate symptoms; limiting Sewerz symptoms; limiing self  |Lik-thregtening consequences; | Death
diagnostic observations only, instrumenta | A0L care A0L urgent irre reention indicated

intervention not indicate d

Definition: A dizord er characterized by dysfunction ofthe corticospinal (pyramidalitracts ofthe spinal cord. Symptoms include an incre
hyperred esia, positive Babinski and a decrease in fine motor coondingtion.

ase inthe musde tone in the lower e stremities,

Radiculiti= hild symptoms hloderate symptoms; limitng Severa symptoms; imiing self | Lige-thraatening consequences; |Death
instrumental A0L; me dical care A0L urgent ire ruention indicate d
intervention indicated
Definition: A disord er characterzed by inflammation inwvolving 2 nerve root. Patients exp efence marked discomfort Adiating aleng a nere path because of spinal pre ssure on the
conne oting nerve root.
Recument lanmgeal nene palsy | Asymptomatic; clinical or hoderate symptoms Sewere symptoms; medical Life-threate ning consequences; |Death
diagnostic obzenations only; imeruertion indicated (eg., ungent ire reention indicate d
intervention not indicate d thymoplasty, wocal cord injection]
Definition: A dizord er characterized by paralysiz ofthe recument lanmgeal nere.
Rewverzible posterior Aeymptomatic; elinical ar hloderate symptoms; abnormal | Sevare symptoms; wry Life-thra ate ning consequences; |Death
leuhoencephalopathy syndrome  |diagnostic obsenations only, imaging =tudies; limiting abriormal imagin g studies; urgent ire ruention indicate d
intervention not i ndicate d instrumental AOL limiting selfcare A0L
Definition: A disord er characterized by headache 5, menal s@tus changes, visual disturbances, and seizures associated with imaging findings of poster orleukoencephalopathy. it has

bean obzerved in @association with hypertensive encephalo pathy, eclampsia, and immunosuppressive and cyotoxic dnigtreatment. i is an acute orsubacute reversible condition .

Seizure Brie f partial seizure; no lossof | Brief generalized seizure huliple seizure = despite Life-thre ate ning; prolonged Death
CONSC0UsSnass medical interwention repetifve seizunes
Definition: A dizord er char@cteriz ed by a sudden, inwlurta ry skele@l muscular contraction s of cersbral orb@in stem origin .
Sinus pain hild pain hoderate pain; limiting Sewerz pain; limitng self care -
instrumental A0L AOL
Definition: & dizord er characteriz ed by marke d discomfort in the fce, betwean the eyes, or upperteeth originating from the sinuses.
Somnolence Iild bt more than usual hdoderate == dation; limiting Obtundation or supor Life-thre gte ning consaquencas; |Death
drow siness or sleepiness instrumental A0OL urgent ire rention indicate d
Definition: & dizord ercharacterz ed by characterized by excessive sleapiness and drow gness.
Spasticity ild or slight increase in muscle |Moderate increase in mu=scle Severa increase in muscle tone | Lik-threate ning; unable to mowe | Death
tone tone and increase inresistance  |and increase in resistance active or pa ssive range of
through range of mot on through rang e o f motan maitian

Definition: A dizord er characterz ed by increased invaluntary muscle tone that affects the re gions irte ferng with wolurtary mowvement. i results in gait, movemnent, and speech

disturbances.

Stroke A=ymptomatic or mild hioderate neuralogic defict Sewere neurologic defct Life-thre ate ning consequences; |Death
neurologic defict; r@diegra phic urgent ime rention indicate d
findings anly

Definition: A dizord er characterz ed by a sudden loss of sensory fnction due to aninra cranial wascular event.

Syncope - - Fairting; orthostatic oollapse

Definition: A dizord ercharacterz ed by spon@neous loss of consciousness caused by insu fiicient blood sup plyto the brain.
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Hervous system disorders

Grade

Loverse Event

1

2

Transient ische mic atEcks

Definition: A dizord er characterized by a brief attack (less than 24 b

Mlild meuralogic detd ot with or
w ith ot imaging condmmation

hloderate neurologic defict with
ar without imaging confimmation

ours) of cerebral dysfunction of vascularanigin, with no persistent neurological defict.

Tremor

Definition: A dizord er character zed by the uncontro lled =haking mo

ild symptom:s

hloderate symptoms; limiting
instrumental A0L

Severa symptoms; imiting self
care A0OL

wement ofthe whole body or individual parts.

Trigeminal nerve disonder

Definition: A disord er characterzed by involvement of the tigemina

Asymptomatic; clinical or
diagnostic obsenations only
intervention not indicated

hloderate symptoms; limiting
instrurmental ADL

I mere (fifth cranial nerwe’).

Severa symptoms; limiting self
care ADL

"Wa gus nere disorder Aymptomnatic; clinical or hloderate symptoms; limiting Sewere symptoms; limiting self | Lig -threatening consequence s; | Death
diagnostic observations only instrumenta | A0L care A0OL urgent irteree nton indicate d
intervention not indicated

Definition: & dizord er characterzed by involvement of the wagus nerve (terth cranial nere ).

‘A sovagal reaction - Prazent Lif threatening consequences; | Death

urgent irterention indicate d

Definition: A dizord er characterized by a sudden drop ofthe blood pressure, bradyeardia, and penpheral vasodilation that may lead to loss of conscdousness. it results from an

increa se inthe stimulation ofthe

W guUE nere .

Mervous system dizorders -
Other, specfiy

Asymptomatic or mild
symptoms; dinical or diagnostic
obsenvations only; intervention
not indicated

hoderate; minimal, local or
noninwa sive intervention
indicated; limiting age-
appropriate instrume ntal A0OL

Sevara or medically significant
bt not imime digtely life-
threatening ; hospitalization or
prolongation of exizting
hiospitaliz atio nindicated;
disabling ; limiting selfcare ADL

Lite threatening consequences;
urgent irte ree nton indicate d

Dieath
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Pregnancy, puerperium and perinatal conditions

Grade
Nvarse Evert 1 2 2 4 Al
Fetal death - - - Fetal loss at
an
ge stational
age

Definition: & dizord er characterized by death in ube mo; failure ofthe

expul sion from the uterus, without possibility of rezusciation.

product of conception to show evidence of re spiration, hearb eat, or

definite mowement of a wluntany

muscle ater

Fetal growth retard ation

Definition: A dizord er character zed by inhibition of %tal growth resuling in the inability ofthe #tusto

A10°% percentile of weight for
gestational age

6% percarntile o fweight for
ges@tonal age

achigve it potential weight.

41°% percentile of weight for
gesational age

Premature delivery

Delivery ofa livebom infant at
*3dto 37 weeks gestation

Delivery of a livebom infant at
#2808 to 34 weeks gesation

Celivery of 3 livebom infant at
2410 28 weeks gestation

Deliveryofa liveborn infnt at

24weehs of gestation arless

Definition: A disord er characterzed by delivery ofa wable infant be fore the nomal end of gestation. Typically, wiabilityis achievable between the twentieth and thirky-sewventh week of

e station.

Unintend ed pregnancy

Definition: & dizord er characterized by an unexpeacted pregnancy at the time of conception

Unintended pregnancy

Pregnancy, puerpenum and Azymptomatic or mild Moderate, local or noninvasive | Severe or medically signifcant | Lie-threatening consequence s; | Death

pernatal conditions - Cther, symptom:s; dinical or diagnostic |intervention indicated; imiting bt ot imime digtely life- urgent iraree nbon indicatz d

specify observations only; intervention  |instrumental A0L threatening ; hospitalization or

nit indicated prolongation of exizting
hospitaliz gtion indicated;
dizabling ; limiting salfcare ADL
CTCAE 4.0 - May 28, 2009 : Nervous system disorders 55 CTCAE 4.0 - May 28, 2009 : Pregnancy, puerperium and perinatal conditions 56
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Psychiatric disorders

Grade
Ndierze Evert 1 2 2 4 Bl
Fygiation lild mood atteration hoderate mood alteration Severe agitation; hospialization | Lik-threatening consequances; | Death
nit indicated urgent ire rention indicate d

Definition: A disorder characterized by 3 state of reste ssness associgted with unple asant fecling s of imiability and tension.
Anorgasmia Inabilityto achiewve orgasmnot | habilityto achieve orgasm -

adversely affecting relationship  [adwversely a flacting relationship
Definition: & dizorder charasterized by an inabilityto achiewve orgasm.
P ity Mild symptoms; interention not |Moderate symptoms; limiing Sewere symptoms; limiting self | Lie-threatening; hospitalization | Death

indicatad instrumental A0L care ADL; hospitalization not indicatad

indicated
Definition: A dizorder characterized by apprehension of danger and dread accompanied by re stlessness, tension, @chycardia, and dyspnea unattached to 3 cleardvidentiiable
=timuluz.
Confusion il dizorentation Moderate dizorentation; limiting | $ewvene disoientation; limitng Life-threatening consequences; |Death
instrumertal A0L zalfcare AOL urgent irte reertion indicate d

Definition: A disorder characterized by alack of elear and ordedythought and behavior.
Delayed orgasm Delayin achievwng orgasmnot | Delayin achie wng orgasm -

adversely affecting relationship  [adwersely a flacting relationship
Definition: & dizorder characterized by se xual dysiinction charadterz ed bya delayin clima.
Delifium Mild acute confusional sEte Moderate and acute confisional | Sewvere and acute condusional Life-threatening consequences, | Death

Definition: & dizorder characterized by the acute and sudden dewelo pment of condusion , illusions, movemert changes, inattentive ness,

reversible condition .

state; limiting instrumental A0L

state; limiting == 1f care AOL;
hospitaliz ation indicate d

thraats of hanm to self orothers;
hospialization indicated

agitation, and hallucination=s. Usually, itis a

Deluzions - Moderate delusional symptome | Sewvene delusion al symptoms; Lie-threatening consequences, |Death
hospitaliz ation not indicated threats of harm to self orothers;
hozpialization indicated
Definition: A disorder characterized by @l 22 personal beliefs held contrary to reality, despite contradictory evidence and common s2nse .
Deprazzion tild depressive symptomes Moderste depressive Severa depressive symptoms; | Lik-threatening consequancas, | Death
symptoms; limiting instrumental  (limiting self care ADL; threats of hanm to self orothers;
AOL haspitalizaton not indicated hospi@lization indicated
Definition: A disorder characterized by melancholic £elings of grief orunhappiness.
Buphoria ild mood elewation hoderate mood elevation Sevare mood elevation (2.,
hrypomanial
Definition: A dizorder characterized by an exagaerated feeling of we ll-being which is dizproportionate to ewents and stimuli.
Halluzination s Mild halluzinationsie.g., Moderate hallu cinations Sewere hallu cinations; Life-threat=ning consequences, | Death
perceptual distortions) hospitalization not indicated threats of hanm to self orothers;
hospialization indicated
Definition: A dizorder characterized by a false s=nsory perception in the absence of an extemal simulus.
Insomnia hild dificulty falling asleep, hoderate dificulty falling Sewere dificuttyin falling
staying asleep or waking up asleep, staying aslesp or aslesp, staying asdeep or
&ary wakingup earhy waking up eary
Definition: A disorder charactenized by dificultyin flling asleep and for remaining asleep.
Libido decreased Decrease in sexual interest not | Decrease in sexual interest -
adwversely affecting relationship  [adwversely a ffacting relat onship
Definition: & dizorder charadterized by 3 decrease in zexual desine.
Libido inzreased Mild increase in sexual interest  [Moderate increase in sexual Severs increase in sexual
not adwersely afi cting interest adwersely affectng inbe rest leading to dangerous
relation ship relgtionzhip behawior
Definition: & dizorder charadterized by an increase in sexual desire.
lulania Mild manic symptoms (e g., Moderate manic symptoms Sewers manic symptoms (eg., |Like-threatening consequences, |Death
alevated mood, rapid thoughts,  [(2.9., relationship and work hypomania; major sexual or thraats of hanm to self orothers;
rapid speech, decreased need  |dificulties; poor hygiene) inancial indiscretion =); hozpialization indicated
for slee pl hospializaton not indicated
Definition: A disorder charactenzed by excitement o f paychatic proportions manifested by mental and phoysical by eract vy, disorganization of behavior and elewation of mood.
Perzonality change hild personality change Moderste personality change Severa parsonality change; Li®e-thrastening consequences, |Death

hospialization not indicated

threats of harm to self orothers;
hospi@lization indicated
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Psychiatric disorders
Grade
Bcherse Event 1 2 2 4 il

Definition : & disord er characterized by @ conspicuous changein 8 person's behawvior and thinking.

P=ich ozis ild pswchotic symptoms hoderate pswchotic symptoms | Sewere psywehotic sympto me Li®-threatening consequences, |Death
fa.g., dizorganized speech; [2.g., paranoid; extreme thraats of harm to self orothers;
impaired reality te sting) dizorganization y; hospitalization |(hospialization indicated

not indicated

Definition: A dizord er cha @cterized by personality change, impaired Lnctioning, and lo s oftouch with reality. £ maybe a manigstation of schizophrenia, bipalar disorder or brain

Jturmor.

Restlesznass hdild symptoms; inte renton not |[hoderate symptomes; limitng Sewere symptoms; limitin g self

indicated insumertal AOL care A0L

Definition: A dizord er characterized by an inabilityto rest, relas orbe still.

Suicidal ideation Increased thought=s of death but | Suicidal ideation with no specific | Specific plan to commit suicide | Speciic plan to commit suicide

ro wish to kil onese plan or intent without serous irtent to die with =& rious intent to die which
which maynot requine require 5 hospitaliz ation
hospitaliz ation

Definition : A disord er char@cterized by thoughts of Eking one's own ik,

Sujcid e attempt Suicide atbempt or gesture Suicide attempt with intent to Death

without intent to die which may  [die which requires
niot re quire hospitalization hospializaton
Definition : A disord er characterized by selfinficted hamin an attempt to end one's own life.
Payehiatric dizorders - Other, FAeymptomatic or mild Moderate; minimal, local or Sewere or medically signiicant | Lik-threatening consequences; |Death

specify symptoms; dinical ordiagnostic [noninwasive interention bt not imme digtely life- hospi@alization or urgent
obzervations only; intervention  |indicated; limiting age- threatening; disabling; limiting  |inte nention indicate d
niot indicated appropriate insrumental ADL zalfcare ADOL
CTCAE 4.0 - May 28, 2009 : Psychiatric disorders 58
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Renal and urinary disorders

indicated

monitonng indi cated

hospitalization indicated;
elactive radiologic, end oscopic
or o perative s re ntion

indicatad

urgent radiologic or ope &t w
interwention indicated

Grade
Nokerse Event 1 2 2 4 Bl
cute kid mey injury Creatinine level increase of *0.3 | Creatining 2 - ¥« abowe baseline | Creatining »3x baseling or »40 | Lik-threatening consequences; |Death
mgfdL; creatinine 1.5 - 20 x mg 4 L; hospitalization indicated |dialvsis indicated
abowe baseling
Definition: A disord er characterized by the acute loss of renal fanction and is traditionally classiied as pre-renal (ow blood flow into kidney), re nal (ki dney damage) and post-renal
causes fureteral or bladder outflow obstru dtion)).
Bladder perioration - Extrapentoneal pe roration, trap ertoneal perforation ; Liethreatening consequence s; | Death
indwelling catheter indicated elective Adiologic, endoscopic  |argan failure; urgent operative
or operative ire re ntion irte roe ritio n in dicate d
indicated
Definition: A disord er characterized by a rupture in the bladder wall.
Bladder spazm Irite re rtion noot indicated Prtizpasmo dics indicated Hospitaliz ation indicated -
Definition: & dizord er characterzed by a sudden and involunary contraction ofthe blad der wall.
Chronic kidney disease aGFR (estimated Glomenlar  |eGFRor CrCl 59 - 20 aGFRor Crl 259 - 15 eGFRor Crll < 15 mlfmind 73 | Death
Fitration Rate) or Cril mlinind1 .73 m mlAmind1.73 mi m; dialysis or renal transplant
{creatinine clearance) < 60 indicated
mildnin A .73 m2 or proteinuna
2+ present; urine
protein &reatinine »0.5
Definition: A disord er characterized by gradual and vaually permanent loss of kidne w indtion resulting in renal failure.
Costiti= noni nie ctive Migroscopic hematuria; minimal (Moderste hematuna; moderate | Gross hematuna; transision, M| Lig-threatening consequence 5; | Death
increase in fequency, urgency, |increase in fequency, urgency, |medications or hospitalization  |urgent adiologic or ope rEtive
dysuria, ornocuna; new onszt  |dwsina, noctuda or indicated; eledtive endoscopic,  |inte nentionindicatsd
ofincontinence incontinence; uinary catheter  |@Adiolo gic or op aratiwv
placement orbladder imigation  |intene ntion indicated
indicatad; limiting instrumental
AOL
Definition: A disord er characterdzed by inflammation of the bladder which i s not caused by an infe ction ofthe uinarytract.
Hematuria FAsymptomatic; clinical or Symptomatic; uinary catheter | Gross hematun a; ransision, I Lig threatening consequence s; | Death
diggnostic obsenations anly, or bladd erimigation indicated; me dicatio ns or hospitaliz ation urgent radiologic or ope rative
intervention not indicated limiting instrumental A0L indicated; ele ctive endoscopic,  |inte nentio nindicate d
radialo gic or op ergtive
inte rue i on indicated; limiting
zalfeare ADL
Definition: A dizord er characterzed by laboratoryte =t reauhs that indicate blood in the urine.
Hermoglo binuria Aeyrptomatic; clinical or F 3
diagnostic absanvations only;
intervention not indicats d
Definition: A disord er characterized by laboratoryte st results that indicate the presence of fee hemoglobin in the uine.
Proteinuria 1+ proteinuria; urinany protein Adults: 2+ proteinunia; urinary | Adults: uninany protein > 35 g/24 | - F
<1 00 924 hrs protein 1.0 hrs;
Pediatric urine P/C
(Protein/Creatinine ) =19
Definition: & dizord er characterzed by laboratoryte =t resuls that indicate the presence of excessive proteinin the uhne . s pred ominantly albumin, but alzo globulin.
Renal calculi HA=symptomatic or mild Symptomatic; oral antiemetics | Ho spitaliz ation indicated; b Life-thre ate ning conzequence s; | Death
Symptoms; occasional use of indicated; around the dock imerention (&g ., analgesics, urgent radiologic, endoscopic or
nonprescripion analge sics nionprescription analgesics or antiemetics]); ele ctive operative inte nention in dicate d
indicated any oral narcotic analgesics andoscopic or Adiologic
indicated inte re ntion indicated
Definition: A dizord er characterzed by the formation of crystals inthe pelvis o fthe kidne oy,
Renal colic ild pain not inte e ng with Moderate pain ; limiting Ha spitaliz ation indicated;
actinity; nonpresciption instrumental A0L; prescription  (limiting self care ADL
medication indicated medication indicated
Definition: A dizord er charactenz ed by paroxysmal and severe 1ank marked dizcomiort adiating to the inguinal area . Often, the cause isthe passage of kidney stone =,
Fenal he momhags hild symptoms; intenention not [ Analgesics and hematocrit Transfusion, adiation, or Lie-thra ate ning consequence s; | Death
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Renal and urinary disorders

Grade
Acerse Event 1 2 2 4

Definition: & dizord er characterized by bleeding fomthe kdney.

Urinary fistula - Moninvasive intervention Limiting salf care A0L; electiwe | Lik-threatening consequences; | Death
indicated; urinary or suprapubic |radiologic, endo scopic or urgent radiolo gic or ope rative
catheter placs ment indicatad operative intervention indicated; [interenton indicated

permanant urinary diversion
indicated

Definition: A disord er characterized by an abnormal communication between any part of the uinary system and another ongan or anato mic ste.

Lrina ry frequen cy Pre=ent Limiting instrumental AD0L; =
meadical managament indicatad

Definition: A disord er characterized by unnation at short intenals.

Urina ry incontinen e Oceasional (e.g., with coughing, | Spont@neous; pad s indicated; ritervention indicated (=.9.,

sneezing, etc.), pads not limiting instrumental A0L damp, collagen injedions];
indicated operative intervention indicated;
limiting =elf care AOL

Definition: A disord er characterized by inabilityto controlthe flow of uine from the blad der.

Urina ry retention Urinary, suprapubic or Placement of urinary, Bective operative or radiolegic  |Lik-threatening consequances; | Death

intermittent catheter placement | suprapubic or intemmittent interwert on indicated; organ failure; urgent operative
niot indicated; able to woid with | catheter place ment indicated; substartial loss of affectad inte ruention in dicate d
=ome residual medication indicatad hid ey function or mass
Definition: A disord er characterized by accumulation o f urine within the bladder because ofthe inability to urinate .
Urinarytract obstnaction Peyrptomatic; clinical or Symptomatic but no Symptomatic and akered organ | Like-threatening consequences; | Death
diagnostic obserations only hydronephrosis, sepsis or renal |fnction (e.g., hydronephrosis,  |ungent irtene ntion i ndicate d
dysfunction; urethral dilation, or renal dysfunction); & lective
urnary or suprapubic catheter  |radiologic, endo scopic, or
indicated operative intervention indicated

Definition: A dizord er characterzed by blockage ofthe nomal dow of contents o fthe urinanytract.

Urnarytract pain Iild pain hloderate pain; limiting Severe pain; limiting self care -
instrume ntal AOL A0OL

Definition: & dizord er characterized by 3 sensation of marked discomrt in the urinary ract.

Urinary urge ncy Pra=ant Limiting instrumental AD0L; -
medical management indicated

Definition: & dizord er characterdzed by a sudden compelling urge to

urinate.

Urine discoloration

Pre==nt

Definition: A dizord er char@cterzed by a change inthe color ofthe unne.

Fenal and urinary disorders -

HAeymptomatic or mild

tloderate, local or noninvasive

Severe or medically significant

Li#e-thre ate ning consequences;

Death

Cther, spei fiy symptoms; dinical ordiagnostic |intervention indicated; limiting bust ot imime digtely life- urgent inte e ntion indicatz d
obsenvations only; intervention | instrume nal A0L thragtaning; hospializaton or
niot indicated prolon gation of existing
hospitaliz ato nindicate d;
dizabling; limiting self care AOL
CTCAE 4.0 - May 28, 2009 : Renal and urinary disorders 60
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Heproductive system and hreast disorders

Grade

Modverse Event

3

PEo0SpEnmia

Definition: A disorder characterized by laboratoryte =t results that in

Ahzence of sperm in ejaculate

dicate complete absence of spermmatozoa in the samen .

Breast atrophy

linimal asymmetry; minimal
atroph

Moderate asymmetry; moderate
atrophy

Definition: A dizorder charasterized by underdevelopment ofthe breast.

Azymmetry 13 of breast
wolurme; sewere grophy

Breast pain

hild pain

hioderate pain ; limiting
insrumental A0L

Definition: A disorder characterized by marke d discomfort sensation in the breast region.

Sewvere pain; limiting self care
ADL

Diysmenc mhea

hlild symptoms; mtervention not
indi cated

hloderate symptoms; limitng
instrurmertal ADL

Definition: A dizorder characterized by abnormally pain 2l abd ominal cramps during mens: .

Severe synptoms; limiing salf
care A0L

Oyspareunia

hlild discomfort orpain
aszociated with vaginal
penetration; discombrt reliewsd
with use of vaginal lubricants or
estrogen

Definition: A dizorder characterized by painful or dificult coitus.

hdoderate dizcomfort orpain
aszociated with vaginal
penetration ; discomfort or pain
partially relizved with use of
waginal lubricarts or estrogen

Severe discomfort or pain
associgted with vaginal
penetration; discomfort ar pain
unreliewed by waginal lubricants
or estrogen

Baculation disorder

Definition: A disorder characterized by proble me related to ejaculat

Diminished ejaculation

Anejacylation orretrograds
ajaculation

on. This categoryincludes pramature, delayed, retrograde and pain

ful ajaculation.

Erectile dysfunction

Definition: A disorder characterized by the persstant orne current in

Decrease in erectle funcion
(frequancy or rigidity of
aractions’) but intervention not
indicatad (=.g., medication or
use of machanical device,
penile pump)

Diecrease in eradile function
(frequen cyirgidity of erections),
aractile interventon indicated,
(&.g., medication or mechanical
devices such 3= penile pump)

D creass in erectile 1 nction
(e quencyt gidity of erection =)
bt erectile intervention not
helpful (&.g., medication ar
mechanical devices auch as
penile pump’; placement of 3
permanent penile prosthe sis
indicated (not prewoushy
present)

abilityto achiewe or to main@in an erection durng =03l a dtivity.

Fallopian tube obstruction

Definition: A dizorder characterized by bloclage ofthe nomal 1ow

Diagno stic ob szrwation = anly;
intervention not indicate d

hlild symipto me ; el active
interwertion indicated

ofthe contents in the fallopian tbe.

Severe symptoms; electve
operative intere ntion indicated

Fallopian tube stanosiz Feymptomatic clinical or Symptomatic and inte e ntion Sevene symptoms; elective Lite-thre gtening consequencas; | Death
diagnostic obzarvat ons on by ot in dicated opergtive interention indicated  |urgent operative inte nention
intervention not indicats d indicated (2 g ., organ resection))

Definition: A dizorder characterized by a namowing ofthe fallopiantube lumen .

Female genital tract istula Feymptomatic clinical or Symptomatic and inte e ntion Sevene symptoms; elective Li#e-thre gtening consequencas; | Dsath
diagnostic obzarvat ons on by ot in dicated opergtive interention indicated  |urgent inte ne ntio nindicate d
interwention not indicate d

Definition: A dizorder characteriz ed by an abnormal communication betwe en a female reproduct ve system organ and another organ or anatomic Sibe .

Feminiz ation acquired hdild symptoms; Interwention not | oderate symptoms; me dical - - -
indicatad intervertion indicated

Definition: A disorder characteriz ed by the de welopment of s&con dary female sex characten=ticz in male = due to estrinsic factars.

Genial edema hild swelling orobscurationof | Readily apparent obscuration of |Lymphorhea; gross dewaton |- -
anatomnic architecturs on clase  |anatomic architecture; Fom normal anatomic sontour;
inzpection obliteration of skin ©olds; readily |limitng self care ADL

apparent dewation from nomal
anFtomic contour

Definition: A disorder charactarz ed by swelling due to an excessive accumulation of fuidin the genitals.

Gynacomastia Feymptomatic breast Symptomatic (2 9., pain or Severe symptoms; aelectve - -
enlangement pawchozocial impact) opergtive interenton indicated

Definition: A disorder characterz ed by excessive dewelopment ofthe breasts inmale .

Hematosalpins Minimal bleeding idertified on Moderate bleeding; meadical Sewere bleeding; transfusion Lie-thre atening consequences; |Death

imaging study or lap arosoo py;
interwention not indicate d

intervertion indicated

indicated ; Adiologic or
endoscopis interwention
indicated

urgent o pergtive i ne rention
indicatad
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Reproductive system and breast disorders

Grade
Bdverse Evernt 1 2 3 4 b

Definition: A disorder characterized by the presence o fblood in 3 Gllopian tube.

Imegular me nstruation Irite ittt men s2s with Intermittent menses with Persistent amencorrhea formore (-
shipped menzeas for no mone shipp ed menses formorethan 4 |than & months
than 1 to 3 months to G morths

Definition: & disorder characterized by imeqular cycle or duration of menses.

Ladtation disorder Mild changes in lactation, not Change=in lactation, - -
significanthy aticting produdtion |significanty afiecting breast
or expression of bre ast milk prod uction or expression of

brea =t milk
Definition: Adisorder characterized by disturbances of milk seoretion. kis not necessanly related to pregnancythat iz obsernedin females and canbe obsznedinmale s
hdenomhagia Mild; iron supplements indicated (Moderate swmptomes; me dical Severe; tran sfusion indicated; Li®threatening consequences; | Death
interwention indicated (=.., aurgical intzrentonindicated  |urgent inte roe nto nindicate d
hormmones) ie.g., hysteracto my

Definition: A disorder characterized by abnorma lly heawy vaginal bleeding during menses.

Hipple de farmity Aeymptomatic; asvmmetry with | Symptomatic; asymmetno - -
slight retraction and Aor nipple arealar comples with
thickening ofthe nipple arealar  |moderate retraction andfor
complex thickening ofthe nipple aneolar

COTp e

Definition: A disorder characterized by a mal formation ofthe nipple.

Oligosparmia Spemn concentration >4 Sperm concentration 13 - 42 Sperm concentraton <13 -
millionm L or motility =635 million/mLormotility 32 - 63%  |milliondml or motility <32 %

Definition: A disorder charasterized by a decrease inthe number of spermatozoa in the samen.

Ohanan hemomhage Minimal bleeding idertified on Moderate blee ding; medical Severe bleeding; transfusion Like-threatening consequences; | Death
imagin g study or lap rosaopy interwention indicated indicated; mdiologic or urgent operative intereenton
intervention not indicate d endoscopic intervention indicate d

indicated

Definition: A disorder characterized by bleeding fom the owany.

Owanan rupture Peymptomatic clinical or Swmptomatic and inbe ree i on Transiision, Adiolo gic, Li®-threate ning consequenczs; | Death
diagnostic observat ons only; ot in dicats d endoscopic, or alactive urgent inte e ntion in dicated
intervertion not i ndicate d operative intervention indicated

Definition: A disorder charasterized by tearing or disnuption ofthe ovarian tissue.

Oulation pain Mild pain hoderate pain ; limiting Severe pain; limiing self care -

insmumental A0L AL

Definition: A disorder characterized by marke d discomfort sensation in one side ofthe abdomen between menstrual cycles, aroundthe time of the discharge ofthe owm fom the

ovaran follicle.

Pelvic foor muscle weakness Peymptomatic; clinical ar Swmptomatic, not ine e nng Severe symptoms; limiting self | Like-threatening consequences; |Death
diagnostic abservat ans only; with bladder, bowel, or vaginal  [care ADL urgent intere nto nindicate d
intervention not i ndicate d function ; limiting instrumental

ADL

Definition: A disorder characterized by a reduction inthe srength of the muscles of the peluc door.

Pelvic pain Mild pain Moderate pain ; limiting Sewere pain; limiting self care -

insrumental A0L A0L

Definition: A disorder characterized by marke d discomfort sensation in the pelis.

Penile pain hild pain hloderate pain; limiting Severe pain; limiting self care -

instrumental A0L A0L

Definition: A disorder characterized by marke d discomfort sensation in the penis.

Pernzal pain Iild pain hloderate pain; limiting Severa pain; limiting self care -

instrumental A0L AL

Definition: A dizorder charadterized by 8 sensation of marked discomiart in the area betws en the geni@l organs and the anus.

Premature menopause - Present -

Definition: A disorder characterized by ovwanan Gilure before the age of 40, Symptoms indude hot flashes, night sweats, mood swings and adecrease in sex drive.

Proztatic hemorrhage Minimal bleeding idertified on [Moderaste bleeding; madical Sevara bleading; transfusion Lite-thra ate ning consequences; |Death

imaging study; intervention not
indicatad

intervention indicated

indicated; adiologic or
endoscopic interwenton
indicated

urgent operative i e re nton
indicate d
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Reproductive system and breast disorders

Grade

Boverse Event

1

Definition: & dizord er characterized by bleeding fomthe prostate gland.

Proztatic obstruction Diagno #tic ob = nation s only; Ilild symptoms; elective Sewers symptoms; elective
intervertion not indicated intervertion indicated operative intervention indicated

Definition: A disord er characterized by compression of the urethra secondaryto enlargement ofthe prostate gland. This results in widing dificultties (straining to woid, slow urine

stream, and incomplete emptyng ofthe bladder).

Proztatic pain hulild pain hoderate pain ; limiting Sewara pain ; limiting =elf care

instrumertzal A0OL A0OL

Definition: A disord er characterized by a sensgtion of marked dizcomirt in the prostate gland .

Scrotal pain tlild pain Moderate pain ; limiting Severa pain ; limitin g self care

instrumertal AOL A0L

Definition: A disord er characterized by mared discomtort sensation in the scro@larea.

Spemnatic cord hemomhage tlinimal bleeding identified on hdaderate bleeding; medical Sewerz blee ding; trAnsfusion Li®-threatening consequenczs; |Death
imaging study; intervention not  |intervention indicated indicated; mdiologic or urgert operative intere nion
indi cated endoscopic ire renton indicate d

indicatad

Definition: A disord er characterized by bleeding fomthe spermmatic cord.

Spermmnatic cord obstrudion Diagno stic ob szration s anly; Mild sympto me; &lective Sewerz symptoms; elective
intervertion not indicated intervertion indicated operative intervention indicated

Definition: A dizord er characterized by blockage ofthe normal dow ofthe contents ofthe spematic cond.

Testiculardizorder Feymptomatic; clinical or Symptomatic but not interedng | Sewere symptomes; inte e dng Lite-threatening consequences; | Death
diagnostc obzervations anly; with urin ation or sexual with urnation or zexual fanction ; |ungent inte re rto nindicats d
intervertion not indicated activities; intervention not limiting self care ADL;

indizated; limiting instrumental  [inte re nton indicated
ADL

Definition: & disord er characterzed by involvernent of the testis.

Testicularhemomhage hlinimal bleeding identified on  |hdoderate blee ding; medical Sevara bleeding; transfusion Lite-threate ning consequences; |Death
imaging study; intervention not  |intervention indicated indicated; Adiologic or urgent opergtive insre nton
indi cated endoscopic ine re ntion indicate d

indicatad

Definition: A dizord er characterzed by bleeding fom the testis.

Testicularpain Iufild pain Moderate pain ; limiting Sewera pain; limiting self care

instrumertal ADL AOL

Definition: A dizord er characterized by a sensation of marked discomiort in the testis.

Lherine 1stula Peymptomatic clinical or Symptomnatic and ire nendon Sewerz symptoms; elective Life-thre ate ning consequenczs; | Death
diagnostic abserations only; nat in dicate d operative interve nton indicated [ungent interee nto nndicate d
intervertion not indicated

Definition: A dizord er characterized by an abnormal communication between the uterus and another ongan or anatomic site .

Lhe rine hemaomhage hlinimal bleeding identified on  |Moderate blee ding; medical Sevara bleeding; transfusion Lite-thre ate ning consequences; |Death
imaging study; intervention not  |intervention indicated indicated; mdiologic or urgent opergtive ints re ndon
indi cated endoscopic ine re ntion indicate d

indicatad

Definition: & disord er characterz ed by bleeding fom the uterus.

Lhe rine obstruction Diagno stic ob serations only; Iulild =ympto me; el ective Severa symptoms; elective
intervertion not indicated intervertion indicated opergtive inte re nton indicated

Definition: A disord er characterized by blockage ofthe utenine outlet.

ke rine pain Ilild pain Moderate pain; limiting Sewerz pain; limiting self care

insrumentzl ADL A0OL

Definition: A disord er charadenzed by a sensation of marked dizcomfortin the uteru s,

“Waginal dizcharge Ilild vaginal dizcharge (greater  |hoderate to heaw waginal -
than baseline for patient] dizcharge; uze of perneal pad

oramponindicated

Definition: A disord er characterzed by waginal sz cretions. hMucus producad by th e cervical glands is discharge d from the wagina namrally, especially during the childbearing wears.

‘W3 ginal dnyness Iulild vaginal drymess not hoderate waginal dryness Sewere vaginal drmess
interfering with sexual Uncion  |interfering with sexual Lndion  |resulingin dy=pareunia or

or causng frequent dizcomfort  |severe discomiort

Definition: A dizord er characterz ed by an uncombrable feeling of itching and buming in the wagina.
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Reproductive system and breast disorders

Grade
Aoherse Event 1 2 32 4 3
“waginal fistula A=ymptomnatic clinical or Symptomratic and interenton Severs symptoms; elective Lie-threatening consequences; (Death
diagnostic observations only; not indicate d operafive intervention indicated  (urgent interee ntio n i ndicate d

intervention not indicated

Definition: & disorder characterized by an abnormal communication between the vagina and another organ or an atomic Ste.

"waginal hemorrhage hdinimal bleeding identified on  [Moderate bleeding; medical Sewvere blee ding; transfusion Liethreatening consequenczs; (Death
clinical exam or imaging study;  [intervention indicated indicated; mdiolagic or urgent opergtive ints roenton
interwention not indicated endoscopic inte re nton indicate d
indicated

Definition: & dizorder characterized by bleeding fom the vagina.

“waginal inflammation tild dizcomfort arpain, edema, |Moderate discomibrt or pain, Severa discomfort or pain, Midezpread areas of mucosal  |Death
ar redness edema, or redness; limiting edema, orredness; limiting self |uleration; life-threatening
instrumerntal A0L care A0L; small areas of G0N S8 Uences | Urgent
oo =3l uleerstion inte ruentio n in dicate d

Definition: A disorder characterized by inflammation inwolving the wagina. Symptoms may indude redne =, ed ema, marked discomfort and an inorease invaginal discharge.

‘waginal obstructon Diagria stic: obseration = only; hild symptomes; & lective Sewvere SWnptoms; elective -
interwention not indicated intervertion indicated operative intervention indicated

Definition: A disorder characterized by blockage of vaginal canal.

‘waqginal pain mild pain Moderate pain; imiting Severe pain; limiing self care -
instrumental A0 AOL

Definition: & dizorder characterized by a sen sation of marked discomit in the vagina.

‘waginal perforation Feymptomatic clinical or Symptomatic and inte nenton Severa symptoms; elective Life threatening consequences; |Death
diagnostic obsenations on by, ot in dicate d operative intervention indicated |urgent inte ree ntio nindicate d
irtervention not i ndicate d

Definition: A disorder characterized by a rupture in the wvaginal wall.

"waginal smcture A=ymptomatic; mild waginal waginal namowing andsr “Jaginal namowing and sr - Death
shartening or namawing shortening not inte rering with shortening interfering with the
phy=ical examination uzz of @mpons, s2aual actiity

or physical examination

Definition: & disorder characterized by a namowing ofthe waginal canal.

‘A ginismus Mild discomiort or pain Moderate discamfort or pain Sewere discomfort or pain -
assodated with vaginal spasmd |associated with vaginal associgted with waginal spasm.
tightening ; no impact upon spasmdtightening; disruption in - |tightening; unable to tolerate
sexual fundtion or physical =z al function and physical waginal penetration or physical
examination examination examination

Definition: A disorder characterized by inwoluntary spasms of the pelie oor muscles, resulting in pathologic tightness of the vaginal wall during penetration such as during sexual

intercourss.
Reproductive system and breast [A=symptomatic or mild Moderate; minimal, local or Severa or medically significant | Li®-threatening consequences; |Death
dizorders - ther, specify symptoms ; dinical or diagnostic (noninwa sive intervention burt not imme digtely life- urgent ire ree ntio n indicate d
obzenations only; intervention  [indicated; limiting age- threatening; hospializ ation or
not indicated appropriate instrumental AOL pralongation of existing
hospitaliz ation indicatzd;
dizabling; limiting self care ADL
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Respiratory, thoracic and mediastina disorders

Grade
Moverse Evert 1 2 =) i 4

Adult respiratory distress - Present with radiol ogic findings; | Like-threatening respiratony or Death

=ymdrome intubation not indicatzd hemaodynamic compromise;

imubation or urgent inte renton
indicate d

Definition: A disord er characterized by progressive and life-threatening pulmonany distress in the absence of an undedying pulmonany condition, wsually following major trAauma or

Surgery.

M lergic rhinitis tlild symptoms; interention not [oderate synptoms; medical -
indicated intervention indicated

Definition: A disord er characterized by an inflammation of the nasal mucous membranes caused by an E-medigted response to extemal allergens. The inflammation may also

inuolve the mucous membranes ofthe sinuses, eves, middle ear, and pharyna. Symptome include sneezing, nasal congeastion , thine mhea and tching.

Apnea - Present; medical intervention Lit-threatening respiratory or | Death

indic:ated hemodynamic compromise;
imubation orurgert inereenton
indicate d

Definition: A dizord er chameterized by o2 ssation of breathing.

A=piration Feymptomatic; clinical or Aterad eating habits; coughing [ Dhspnea and preumonia Lie-threatening respiratory or  |Death
diagnostc obzenations on by or choking epizodes ater eating |svmptoms (e.9., aspirgtion hemadynamic compromise;
intervertion not indicated ar amallowing; medical prieumcnia); b spitaliz ation intubation orurgent inte renton

intervention indicated (2.g., indicated ; un able to alime nt indicate d
suction or oxygen’ orally

Definition: A dizord er characterized by inhalation of solids or liquids into the lungs.

Ftelactaszis Feymptomatic; elinical or Symptomatic (e g, dyspnea, Oxygen indicated; Lie-threatening respiratory or | Death
diagnostic absenvations only coughl); me dical interention hospitalization or eledive hemodynamic compromise;
intervertion not indicated indicated (a.g., chest operative intervention indicated [intubation orurgent intenenton

physicth erapy, suctioning; (a.g., =tent, laser) indicate d
bron cho scopic sodioning

Definition: A disord er characterized by the collap =2 of part or the entire lung.

Bronchial istula Azymptomatic; clinical or Symptomatic; tube Sewere swmptoms; imiing self Lk -threatening consequences; |Death
diagnostic absenvations only; thoracostomy ormedical care A0L; endo scopic or urgert operative inbe e rtion
intervertion not i ndicate d manageme nt indicated; limiting  |operative intervention indicated  |with the Acoplasty, chronic open

instrume ntal A0L (&.g., ztent orprimary closure)  |drainage ormultiple
thoracotomies indicated

Definition: A disord er characterized by an abnormal communication between the bronchus and another organ or anatomic ste.

Bronchial obsnu ction Peymptomatic; clinical ar Symptomatic (&g mild Shortness of breath with stider; | Lik-threate ning respiratony or Dieath
diagnostic ebservations on by wheszing); endoscopic endoscopic inte renton hemodynamic compromise;
interwention not indicate d eyalugtion indicated; indicated (e.g., lazer, stent imubation orurgent interenton

radio graphiz evidence of placement’) indicate d
gtelecta sizdobar collapse;

medical management indicated

(e.3., steroids, bronchodilators)

Definition: A disord er characterized by blockage of a bronchu = passage, most often by bro nchial secretion = and exudates.

Bronchial strich re Azymptomatic; clinical or Symptomatic (e 3., rhonchi or Shortness of breath with sridor; | Lie-threate ning respirgtory or | Death
diagnostic abservatians only; wheezing) but withaut endoscopic inbe re ntan hemodynamic compromise;
intervertion not indicate d respirgtory distres=s; medical indicated (e.g., lazer, stent intub ation orurgent interenton

intervention indicated (2.g., placement) indicate d
steroids, bronchodilators)

Definition: A disord er cha@cterized by 3 namowing ofthe bronchial ube.

Bronchopleural istula FPeymptomatic; clinical or Symptomatic ; tube Sewere symptoms; limiting self | Li\e-threatening consequences; | Death
diagnostic ebzervations on by thoracostomy or meadical care A0L; endo seopic or urgent operative irs roerton
inmtervartion not i ndicate d intervention indicated; limiting opergtive intere ntion indicated  (with the@coplasty, chronic opan

instrumenal A0L (.., stent orprimany closure)  (drainage ormuoltiple
thoracotomies indicated

Diefinition : A dizord er cha@cterized by an abnormal communication between a bronchus and the pleural oavity.

Bronchopulmenary hemomhage | bild symptoms; imtenentionnot (hoderate symptoms; medical Transfusion, adiclagic, Lite-thre ate ning respiratony or Dieath
indi cated intervention indicated endoscopic, or operat w hemodynamic compromise ;

irte moe i on indicated (e g ., intub ation orurgent interenton
hemosasis of bleeding st) indicate d

Definition: A disord er chaacterized by bleeding fom the bronchial wall andfor lung pare nchyma.
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Respiratory, thoracic and mediastina disorders

Grade
Mdverse Event 1 2 2 4 3

Bronchospasm ild symptoms; inte reention not | Sympto matic; medical Limiting self care A0L; oxygen | Lik-threatening respiatory or | Death

indicatad intervention indicated; i miting =turation decre azed hemodynamic compromize;
instrumental A0L intubation or urgent inte ree rbon
indicata d

Definition: A disorder characterized by 3 sudden contraction ofthe smooth muscles of the bronchial wall.

Chylothorax Feymptomatic; elinical or Symptomatic; thoracentesis or | Severe symptoms; electve Lie-threatening respiratory or | Death
diagnostc obsenations only tube drainage indicated operative intervention indicated |(hemodynamic compromize;
intervention not indicated intubation orurgent ints roenon

indicate d

Dedfinition: A disorder characterized by milly pleural effusion (abnormal collection of fluid’ resulting from accumulation of lymph duid inthe pleural cavity.

Cough ild symptoms; nonpre schption (Moderate symptoms, medical Severe symptoms; limiting self |-
intervention indicated interwention indicated; limiting care A0L
instrurmerntal ADL

Definition: A disorder characterized by sudden, oten repetitive, spasmodic contraction ofthe thoracic cawty, resulting in Wolent release of gir fromthe lungs and usually accompanied
by a distinctive sound .

Diyspnea Shorm esz of breath with Shorne 55 ofbreath with Shortress ofbreath at rest; Lie-threatening consequences; |Death
moderate exertion minimal exertion; limiting limiting self care ADL urgent intere ntio nindicate d
instrurmerntal ADL

Definition: A disorder characterized by an uncomirable sensation of difiiculty breathin g.

Epistaxis Mild symptoms; inte reention not (Moderate symptoms; medical Tran=iision, radiologic, Lite-threatening consequences; |Death
indicated intervention indicated (=.g., endoscopic, or operative urgent intene ntio nindicate d
nasal packing, cautenzation; intere ntion indicated (g .,
to pical vasoconsrictors]) hemostasiz o fblee ding site)

Definition: A disorder characterized by bleading fom the nose.

Hiccups tild symptoms; inte nention not |hoderate swmptoms; medical Sewvene symptoms; inte rirng -
indicated intervention indicated; limiting with sleep; limiting self care
insrumental A0L A0L

Dedfinition: A disorder characterized by repeated gulp sounds that re sult fom an involuntary opening and closing ofthe glottis. Thiz iz atributed to a spasm ofthe diaphragm.

Hoarsene=s Ilild or irte mMittent woice hoderate or persistent woice Severa wice chang es including |-
change ; fally unders@andable; changes; may require predominantiy whispered
self-resolues ocegsion al repetition but peech

understandable on telephone;
medical ewaluation indicated

Definition: A disorder characterized by harsh and @spy woice ansing fom or spreading to the lanm.

Hypoxia - Decreased omygen saturation D ore ased oxygen saturation at | Litke-threate ning aineay Death
with exercize (2., pulse rest (2.g., pulse coimeter <324 |compromise; urgant inere nton
oximete r <8594 7; intermitbent or Palz <=55 mm Hg) indicated (e g ., tracheotomyor
supplemental axyigen intub ation’

Definition: A disorder characterized by 3 decrease inthe lewel of oxygen in the body.

Laryngeal edema AeyImptomatic; clinical or Symptomatic; medical Stridor; re spiratory distress; Lite-thre ate ning ainy ay Death
diagnostic observatons only intervention indicated (e.g., hospitaliz ation indicate d COMPromise; ungert inerenton
intervention not indicate d dexamethazone, epinephrine, indicated (=g ., tracheotomy ar

antihisamines) intub ation

Definition: A disorder characterized by awelling dus to an excessive acoumulaton of fuid inthe larmx.

Laryngeal istula Feymptomatic; clinical or Symptomatic; tube Severe symptoms; limiting self | Lik-threatening consequences; |Death
diagnostic obzervations only; thoracostomy ormedical care ADL; endoscopic or urgent opearative inte ree ntion
interention not i ndicate d manage ment indicated; limitng | operative intereention indicated |indicated (2 g., thormcoplasty,

insrumental ADL (23 stent arprimanyclosure’)  [chronic open d@inage or

multiple thoracotomies]

Dedfinition: A disorder characterized by an abnormal communication betwe en the laryna and ancther organ or anatomic site

Laryngeal hemorhage Iild cough or trace hemoptysis; |hModerate swnptoms; medical Tran=tuzion, Adiolagic, Lite-thre ate ning aineay Death
lamymgo scopic indings interwention indicated endoscopic, or operat w COMPro mise; urgent inte roenton
interue ntio nindicated (2 ., indicated (& g., tracheotomy ar
hemostasiz o fbleeding site) intub ation’

Definition: A disorder charasterized by bleading fom the larnx.

Laryng eal inflammation Mild sore thro at; Espy woice Moderate sore throat; Sewere throgt pain; endoscopic |-
analgescs indicated inite re ntio nindicate d

Definition: A disorder charadterized by an indammation involving the larms.
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Respiratory, thoracic and mediastina disorders

Grade
Mdverse Evert 1 2 2 i 3

Laryngeal mucostis Endozcopic findings only; mild  |Moderate discomifort; attersd Severe pain; sevwerely attered Lite-threatening aineay Death

discomiort with nomal intake oral irtake eating/awallowing; medical COMpromise; urgert interventan
intervention indicated indicated (23 . tracheotomy or
intubation

Definition: A disorder characterized by an inflammation inwlving the mucous membrane ofthe larno.

Laryngeal obstruction Feymptomatic; elinical or Symptomatic (eg ., noisy ainvay |Limiting self care ADL; stridor; | Lik-threatening consequancas; | Death
diagnostc obsenations only breathin ), but causing no endoscopic irte re nton urgent intene ntion indicated
intervention not indicated respiratory distress; medical indicated (.., stent, [3ser)

manage ment indicated (2.,
steroids]; limiting instrumental
ADL

Definition: A dizorder charasterized by blockage ofthe lammgeal airway:

Laryngeal stenosis Peymptomatic; clinical or Swmptomatic (2.9 ., noisy ainvay |Lmiting self care ADL; stidor; | Lik4hreatening consequences; | Death
diagnostic observations only, braathing), but causing no endoscopic irte e nton urgent intere ntonindicated
intervention not indicated respiratony distress; medical indicated (a.g., stent, [azer)

manage ment indicated (2.,
steroids)

Definition: A disorder characterized by 3 namowing ofthe lanmgeal ainnay.

Laryngopharyn geal dyse sthesia [Mild symptoms; no anxiety; hloderate symptomes; mild Severe symptoms; dyepnea and |Lik-threatening consequences | Death
intervention not indicated anxiety, but no dyspnea;shot  |awallowing dificulty; limiting zelf

duration of observationand or  |care ADL
anxiohytic indicated; limiting
instrumental A0OL
Definition: & disorder charasterized by an uncomforablea persistent s=n=ation in the area ofthe lanmgo pharm.
Larwigospasm - Transient episode; interwention | Recurrent episodes; Persizstent or severs episodes Death
not indicate d naninvasive inte renton szocigted with synoope; urge nt
indicated (=.g., breathing inerentonindicated e g.,
technique, pressure point fibe roptic lanmgoscopy,
maszage) intubation, botox injection)

Definition: A disorder characterized by parodysmal spasmodic muscular contraction of the vocal wonds.

tadiaztinal hemorrhage Radiolo gic evide noe anly; hoderate symptoms; medical Transtizion, Adiologic, Lite-threatening consequences; |Death
minimal symptoms; inte nenton |intervention indicated endoscopic, or elactive urgent intene ntio nindicated
not indicated operative intervention indicated

(2.3, hemos@sizs ofbleeding
Site)

Definition: A disorder characterized by bleeding fom the mediastinum.

Mazal congeston tild symptoms; inte nention not |hoderate swmptoms; medical FAzzocigted with bloody nasal -
indicated interwention indicated discharge or epis@sis

Definition: A disorder characterized by obstnu ction ofthe nasal passage due to mucosal edema.

Pharmymgeal fistula Feymptomatic; elinical ar Symptomatic; tube Severa symptoms; limiting self | Lig-threatening consequences; |Death
diagnostic observat ons only thoracostomy ormedical care ADL; endoscopic or urgent intere ntio n in dicate d
intervention not i ndicate d intervention indicated; imiting operative intenenton indicated

insrumental ADL 2.3, stent ar primany closure)

Definition: A disorder charaserized by an abnormal communication betwe en the pharyns and anoth er organ or anatomic site.

Pharyngeal hemorrhage ild symptoms; inte nention not (Moderate symptoms; medical Tran=fusion, rAadiologic, Lite-thre ate ning respiratory or - | Death
indicatad intervention indicated endoscopic, or operat w hemadynamic compromise;

interve ntion indicated (g ., intub ation orurgent inte reenton
hemosasis o fblee ding site) indicata d

Dedfinition: A disorder characterized by bleading fom the pharmx.

Phamyngeal mucositis End ozcopic indings only; hioderate pain and analgesics | Severe pain; unableto Lite-thre ate ning consequences; |Death
minimal symptoms with normmal  |indicated; atered oral intake ; adequate by aliment or hydrate  [urgent inte ne ntio nindicated
oral intake; mild pain but limiting i nstrumeental ADL orally; limiting s21fcare ADL
analgesics not indicated

Definition: & disorder charasterized by an indammation invalving the mucous membrane of the phanmx.

Pharmgeal necrosis - nabilityto aliment adequately | Lik-threatening consequences; |Death

by Gl ract; ube #eding or TPH
indicated; adiologic,
endoscopic, or operat w
inte roe ntion indicated

urgent operative intereenton
indicated
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Respiratory, thoracic and mediastina disorders

Grade
Mdverse Evert 1 2 2 i 3

Definition: & disorder characterized by 3 necroti ¢ process oceuming in the phanms.

Pharmyngeal =tenosis Feymptomatic; clinical or Symptomatic (eg ., noisy gineay |Limiting self care ADL; stridor; | Li®-threatening aineay Death
dig gnostic abservations only; breathin g}, but causing no endoscopic inte re ntan COMPromise; urgert interventon
intervention not indicated respiratory distress; medical indicated (.., stent, laser) indicated (23 ., trAacheotomy or

manage ment indicated (e.g., irtubation’
steroidz]; limiting instrumental
ADL

Definition: A disorder characterized by a namowing of the pharngeal ainnay.

Pharyngolaryng eal pain hild pain hoderate pain ; limiting Severa pain; limiting self care |-

instrumental A0OL A0L

Definition: A disorder characerized by marke d discomfort sensation in the phanymgolaryng eal region .

Pleural effizion FA=ymptomatic; clinical or Sympto matic; intervention Symptomatic with respiratony Lite-threatening respiratory or | Death
diagnostic abserations anly; indicated e.q., divretics or distress and hypoxia; sungical hemodynamic compromise;
intervention not indicated limite d therapeutic interventon including chest tube (irabation or urgent irts renton

thoracentesis) or pleurodesizs indicated indicate d

Definition: A disorder characterized by an increase inamounts of fluid within the plaural caty. Symptoms include shortness of breath, cough and marked chest discomfort .

Pleural hemorh age FA=symptomatic: mild hemomhage | Symptomatic or aszociated with | :1000ml efblood evacuated: | Lik-threatening respimtory or - [ Death
confimed bythoracentesis prieumothorax; chest ube persistent bleeding (150-200 hemodynamic compromise;

drainage indicated mihr for 2 - 4 hr); persistent imtubation or urgent ire renton
transtusion indicated; electine indicate d
operative intervention indicated
Definition: A disorder characterized by bleeding fomthe pleural caity.
Pleuritic pain hild pain hoderate pain ; limiting Severa pain; limiting self care -
instrumental A0OL A0L

Diefinition: A disorder characterized by marke d discomfort sensation in the plaura.

Prieumonitis Psymptomatic; clinical or Swmptomatic; medical Severe symptoms; limiting self | Lie-threatening respiatory Death
diagnostic abserations only; intervention indicated; limiting care ADOL; oxwgen indicated COMPromise; urgent interenton
intervention not i ndicate d instrumental A0OL indicated (2 g ., tracheotomy ar

imtubation’

Definition: A disorder characterized by inflammation focally or diffusely ateding the ung parenchyma.

Prieumothorax Peymptomatic; clinical or Swimptomatic; irtervention Selerosizs andsr operative Lie-threate ning consequences; | Death
diagnostic observations only, indicated fe.g., tube placement  |intenention indicated; urgent inte e ntonindicated
intervention not i ndicate d without sde rosis) hospitaliz ation indicate d

Definition: A dizorder characterized by abnormal presznee of airinthe pleural cawty re sulting in the ollapse ofthe lung.

Pastnasal drip Mild symptoms; inte nention not (Moderate symptomes; me dical - -
indicatad intervention indicated

Definition: A disorder characterized by excessive mucous secretion in the back ofthe nasal cawity or throat, causing sore throat andfor cou ghing.

Productive cough Ozcasonal/minimal production  |hoderate sputum production; Persistent or copious production (-
of sputum with cough limiting i nstrumental A0L of sputumn; limiting s2lf care A0L

Definition: A disorder characterized by espectorated secretions upon caughing.

Pulmanary edema Radiolo gic findings only; hoderate dyspnea on exertion; | Severe dysprnea or dyspnea at | Lik-threatening respigtony Death
minimal dyspnea on exertion medical interention indicated;  |rest; oxygen indicated; imiting  [compromise; ungert inte re nton

limiting i nstrumental AOL zelfcare ADL orintub atio n with wentlatory
supp ort indicated

Definition: A disorder charaserz ed by accumulation of fuidin the lung tissue s that causes a disturbance ofthe gas ewchange that mayleadto respiratory failure.

Pulmeomnany fibro sis ild hypoxemia; radiologic hoderate hypoxemia; evidence | Severe hypoxemia; evidenoe of |Lik-threatening consequences  |Death
pulmaon ary fibroziz < 25% of of pulmonary hypertension; right-sided heart filure; (e g., hema dynamicpulmanany
lurng walume radiographic pulmonary fibrosis  (Adicgraphic pulmonary fbrosis |complications); intbation with

2550 7% =60 - THE wentilatory support indicated;
radiographic pulmonary fbrosis
*TPEE with sevens
honeycombing
Definition: A disorder characterized by the replacement of the lun gtissse by connective tisaue , leading to progressive dyspnea, nespirgtory failure or right heart Gilure.
Pulmeonany fistula Feymptomatic; dinical ar Symptomatic; tube Limiting self care ADL; Lite-thre ate ning consequences; |Death

diagnostic observat ons only;
intervention not indicate d

th oracostomy ormedical
manage ment indicated; limiting
insrumental A0L

endoscopic stenting or
operative interenton indicated

urgent operative inte re ntion
indicate d
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Respiratory, thoracic and mediastina disorders

Grade
Mdverse Event 1 2 2 4 3

Definition: A disorder characterized by an abnormal communication betwe en the lung and another organ or anatomic site.

Pulmonary hyp erte n=ion linimal dvyspnea; findings on hloderate dyspnea, cough; Severe symptoms, associated | Lie-threatening aineay Death
ph=ical & x@m or other requinng evaluation by cardiac  (with hypoxemia, nght heart consequences; urgent
evaluation cath ete ization and medical 13ilure; oxyigen indicated inte e ntion indicatzd fe g,

intervention trachectomy orintubation)
Definition: A disorder characterized by an increase in pressune within the pulmonany droulaton due to lung or he art disorder.
Respiratory il ure - - Lit-threatening consaequencas; |Death
urgent intere ntio n, intubation,
arventilgtory support indicate d

Definition: A disorder characterized by impaired gas exchange bythe respiratory system resulting in hypoxemia and a decrease in oxygenation o fthe tissies that may be associated

with anincrease in arteral lewels of carbon dioxide.

Retinoic acid syndrome Fluid retention; <3 kg of weight  |Moderate signs or symptoms; Severa symptoms; Lite-threatening consaequencas; |Death
aain ; intervertion with fluid steroids indicated hiospitaliz ation indicate d wentilatory support indicate d
restriction andsor divratics
indicated

Definition: A disorder characterized by weight gain, dyspnea, pleural and percardial effusions, leukocywosiz andbrrenal Gilure orginally de scrbed in patients treated with all-trans

retinoic acid.

Sinus dizord er Peymptomatic mucosal crasting; | Symptomatic stenosis or Stenosis with signifcant nasal  [Mecrozis ofzottissue orbone; | Death
blood-tinged secretons edemalnamowing inte HEng obstruction; limiting self care urgent opearative irere nton

with airflow ; limiting instrumental |ADL indicate d
ADL

Definition: A disorder characterized by invohement of the paranasal snuses.

Sleep apnea Snorng and noctumal sleep hoderate apnea and axygen Qiygan desaiuration; Cardicvascularor Death
arouzal without apneic periods  |desaturation; e weessie daytime (3ssocigted with hypertension;  [neuropsychigtic synptoms;

Haspine sz, medical evalugtion  |medicalinterentonindicated;  |urgent opearative inte re nton
indizated; limiting instrumental  (limiting self care ADL indicated
ADL

Definition: A disorder characterized by o2 ssation of bre athing #or short perod = during sleep.

Sneszing hild symptoms; inte nention not (Moderste symptoms; medical - -
indicatad intervention indicated

Definition: A disorder characterized by the inwlun@rny edpulsion of air from the nose

Sore throat Iild pain hloderate pain ; limiting Severa pain; limiing self care -

instrumental A0OL A0L; limiting abilityto s allow
Definition: A dizorder charasterized by of marked disco mfort inthe throat
Stndor - R spirato ry distresz limiing self | Lik-threate ning aineay Death
care ADL; medical inberention  |compromise; urgant inereenton
indicated indicated (e g ., tracheotomyar
imtub tion

Definition: A disorder characterized by a high pitched breathing sound due to lanmgeal or upper aineay ob struction.

Tracheal fistula Asyimptomatic; clinical or Symptomatic; tube Sewere symptoms; limiting self | Lie-threatening consequences; |Death
diagnostic observations only thoracostomy or medical care ADL; endoscopic or urgent opearative inereenton
intervention not i ndicate d intervention indicated; limiting operative intenention indicated (indicated (e g ., thormooplasty,

insrumental AOL (2.3, stent arprimany closure)  (chronic open dRinage or
multiple thoracotomies])

Dedfinition: A disorder characterized by an abnormal communication betwe en the trachea and anotherorgan or anatomic site.

Tracheal mucosit= End ozcopic indings only; hoderate symptoms; medical Severa pain; hemomhage or Lite-thre ate ning consequences; |Death
minimal hemoptyss, pain, or interwention indicated; limiting rezpirgtory symptoms; limiting  [urgent inte e ntio nin dicate d
respiratory symptoms insrumental A0L salfeare ADL

Definition: A dizorder charaserized by an indammation involving the muoous membran e ofthe tachea.

Tracheal stenosis FAeymptomatic; clinical or Symptomatic (e g., noisy aineay | Sridor or respirgtory distress Lite-thre ate ning dinm ay Death
diagnostic obzervat ons only; breathin g, but causingno limiting =elf care ADL; COMPRomise; urgent inte re ntion
intervention not i ndicate d respiratory distress; medical endoscopic i nbe re ntan indicated (& 3., trAachectomy or

manage ment indicated (2.9., indicatad (ag., stent, [azer) intub ation)
steroids)

Definition: A dizorder charasterized by a namowing ofthe trachea.
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Respiratorny, thoracic and mediastina disorders

Grade

Moearse Event

1

2

3

“whice atteration

Definition: A disorder characterized by a change in the sound ands

ild or intermittent change fom
normal woice

hloderate or persiste nt change
fom nommal voice; still
understandable

repead ofthe woice,

Severa voica changes including
predominanthy whisperad
speech; may require frequent
repetition or Boe-to-face cont@ct
#or undersandability; may
require assistive technology

hee zing Detectable ainay noise with Moderate symptoms; medical Sewere respiratory symptoms Li®threatening consequences; |Death
minimal symptoms intervention indicated; limiting limiting =alf care ADL; oopgen  [urgent intene ntio nindicated
instrumental A0OL the apy or hospitalization
indicated
Definition: A disorder characterized by a high-pitched, whistling ound during breathing . b results fom the namowing or obstruction o fthe respiratony girways.
Respiratory, thoracic and Feymptomatic or mild hoderate; minimal, local or Severa or medically signifcant | Lie-threatening consequences; |Death

mediaztinal disorders - Mther,
Specify

symptoms; dinical ordiagnostic
obserations only; intervention
not indicated

nionin g e intervertion
indicated; limiting age-
appropriate instrumen@al AOL

bt not imime digtely life-
threatening; hospitalization or
prolongation of existing
hospitalization indicated;
digabling ; limitin g self care ADL

urgent inte ne ntio nindicated
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Skin and subcutaneous tissue disorders

Grade
Nckerse Event 1 2 2 4 Bl
M opecia Hair loss ofupto 0% ofnomal |Hair loss of »80°% nomal for - -
for that individual that i = not that individual that i readily
obvious fom a disance but only |apparent to others; a wig orhair
on close inspedion ; a different  [piece is necessaryif the patient
hair style may be required to desires to completehy
coverthe hairlo z= but it does camoudage the hair loss;
not require a wig or hair piece to (assodated with psychosodal
camoufiage impact
Definition: A dizord er characterized by a decrease in density of hair compared to nommal fora given indivdual at a given age and body location.
Body od or lild odor; physician intervention | Pronounced odor; pswchosacial |- -
not indicated; self care impact; patient seeks medical
interventions intervention
Definition: A dizord er characterized by an abnormal bo dy smell resuting from the growth of bactera on the body.
Bullous dematitis Feymptomatic; blisters coverng | Blisters cowvering 10-20% BSA; | Blisters cowenng *30°% BSA; Blisters cowering *30°% BSA; Death
<10°% BEA painful blistars; limitin g limiting =alf care ADL a=zsocigted with fluid or
instrumental A0L alactrolwe abnormaliies; [CL
care or bumunit ind icated
Definition: A dizord er characterized by inflammation of the skin characterzed by the presznce of bullae which are illed with uid.
Ory skin Coverng <10% BSAand no Conering 10-30% BSAand Cowering »30% B 5Aand -
aszocigted erthema or pruftus |associated with enthema or aszocigted with prurts; limiting
pruritus; limiting instrume ral selfoare ADL
ADL
Definition: A dizord er charmcterized by faloyand dull skin; the pores are genersllyine, the texture is a paperythin testure.
Erwthema multi fomme Target lesions coverng <10 % Target e sons covenng 10-30% |Target lesions covering #30°% | Target lesions cowering *30°% Death
BiAand not assoc aed with BEAand associated with skin BEAand associated with oral or |B5A; associated with fuid or
shin tendemess tendamess genital erosions alactrolwe abnormalities; [CL
care or bumunit indicated
Definition: A dizord er characterized by @rget lesion s (@ pink-red fng around a pale center).
Erythrodema Erythema covering »30% BS54 |Entherma coverng »890% BSA |Enghema cowerdng *30°% BSA | Death
without associated symptoms;  (with assocated symptomns (& 3., |with associated fluid or
limiting instrumental ADL pruritus ortendemess]; limiting  |elecrolye abnormal e s; 1CU
zalfcare ADL care or bumunit ind icated
Definition: A dizord er characterized by generalized indammatory enthe ma and esfoligtion. The inlammatory process involves * 90 % ofthe body surface area.
Fat atrop by Coverng <10% B%Aand Cowering 10-30 % BSAand Conering *30°% B 5A; -
asymptomatic associgted with eryghema or aszocigted with erythema or
tendeme == ; limiting instrumental [tendemess; limiting =elfcane
AOL AOL
Definition: A dizord ercharacterized by shrinking of adipose tissue.
Hirsutizm Inwomen, increaze inlength, o women, increasein length, - -
thichne s or density ofhair in @ [thickness ordensity ofhair in 3
male distribution that the patient (male distnbutionthat require =
iz able to camouflage by daily shawng or consistent
periodic shaving, bleaching, or  |destructive means of hair
removal of hair remonal to camouflage;
associgted with psychoszocdal
impact
Definition: A dizord er chamcterized by the pressnce of excess hair growth in women in anatomic sites whene growth is considersd to be 3 secondary male charactedstc and undar

androgen control (beard, moustache, chest, abdomen)

Hyparhid rosiz

Limited to one site (palms,
soles, or axillae); s=|fcare
interventions

huolving » 1 ste; patent seeks
medical inte e ntion; assoc ated
with psychosocial impact

Definition: A dizord ercharmcterized by excessive perpiration.

Generalized involvng stes
otherthan palms, soles, or
auillae; associated with
electr (ywehemodynamic

imbalance
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Skin and subcutan eous tissue disorders

Grade
Ndverze Evert 1 2 2 i 3
Hypertrichosis Increase inlength, thickne ss or  [horease in length | thickness or |- -
den =ity of hair that the patient is |density ofhair at least onthe
either able to camoutage by usual exposed areas ofthe
periodic shaving or removal of  |body face (not limited to
hairs or i= not concemed beardinoustache area)
enaugh about the owergrowth to [plus/minus ams] that re quires
uze any form of hair re monal fequent shawing or use of
destructive means of hair
remoual to camouflags;
associated with psychosocial
impact.
Definition: A dizord er characterized by hair density or length beyond the accepted limits of nomal in 3 particular body region, for a particular age or Ace.
Hypohidrosi s Swmpto matic ; limiting hcreasze in bodytemperature; | Heat stroke Death
instrume ntal A0L limiting s&lf care ADL
Definition: A dizord er characterized by reduced sweating.
Lipohypertrophy Feymptomatic and cowerning Conering 10-20% BSAand Conwering *30% B 54 and -
<10°% BEA associated tenderness; limiting  (associated tendamess and
instrumental A0L narcotics or M5 AIDs indicated;
lipohypertrop hy; limiting self
care A0L
Definition: A dizord er characterized by hypertrophy ofthe subocotaneous adipose tissue at the ste of muktiple subcutaneou = injections ofinsulin.
Mail dizzoloration Feymptomatic; clinical or - - -
diagnostic obsenations anly;
intervention not indicated
Definition: A dizord er chamserized by a change in the color ofthe nail plate.
Mail lozs Feymptomatic separation ofthe | Symptomatic separation ofthe |- -
ngil bed from the nail plate or nail bed from the nail plate or
nail loss nail lo=s; limitin g instrumental
ADL
Definition: A dizord er characterized by loss of all or a portion ofthe nail.
Mail ridging Azyrmptomatic; clinical or - - -
diagnostic obsenations only;
intervention not indicated
Definition: A dizord er characterized by wertical or horizontal fidge = on the nails.
Pain of=skin hild pain Moderste pain ; limiting Sewere pain; limiting self care -
instrume ntal A0L A0OL
Definition: A dizord er chamoerized by markad discomfort zensation in the skin.
Palmar-plantar linimal =kin changes= or Skin changes (eg ., peeling, Severe skin changes (e.g., -
arythrodysesthe sia syndrome demmatiti= (2.g., ernvthema, blistars, bleading, edema , or peeling, blisters, bl=eding,
edema, or hyperkeratasis) hyperkeratosizjwith pain; edema, orhype fkeratoss) with
without pain limiting instrumental ADL pain; limiting =elf care AOL
Definition: A dizord er charmcterized by redne s5, marked dizcomifort, swelling, and tingling in the palms ofthe hands or the soles ofthe fet.
Periorbital edema Soft or non-pitting hdurated or pitting edema; Edema associated with visual |-
topical interwention indicated disturb ance; increa szd
inraccular pressure, glaucoma
or retinal hemomhage; optic
nieurtis; diureticz indicated;
operative intere nion indicated
Definition: A dizord er chamoterzed by awelling dus to an excessive accomulaton of 4uid around the orbits of the face.
Ph oo sen stiviby Painlass enythema and Tender erythema covering 10- | Entherma covering »30% B5& | Lik-thre atening consequencas; | Death

enythema cowering <10% BESA

0% BEA

Definition: A disord er char@cterz ed by an increase in sensitivity ofthe shin to light.

and erythema with blistering;
photosensiivity; oral

corticoste roid therapy indicated;
pain control indicated (e g .,

narcaotics or NEAlDs])

urgent i e ne ntio nin dicate d
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Skin and subcutan eous tissue disorders

Grade

Ndverze Evert

1

2

k]

Pruritus

Definition: A dizorder charmsterized by an intense itching sensation.

hlild or localiz ed; topical
intervention indicatad

Inten == or widespread;
intermittert ; skin changes from
sofatehing (2.9, edema,
papulation, excorations,
lichenification, oozing &musts);
oral intervention indicated;
limiting instrumental ADL

htense or widespread ;
constant; limiting self care ADL
or deep; oral corticosteroid or
immunosuppre:ssive thera py
indicated

Purpura

Definition: A disord er char@cterized by hemaomhagic areas of the =k

Combined area of lesions
covering <10% BSA

and ewenmally become a brownish-yellow color.

Combined area oflesions
covering 10-30 % BSA; bleeding
with trauma

inand mucous membrane . Mewer

Combined area of lesions
coering *30°% BSA;
spontaneous bleeding

lesions app ear reddish in color. Qlder lesions are usuallya darker purple color

Rash acneiform

Papules and/forpustules
cowerng <10% BEA, which may
or may not be aszociated with
symptoms of pruntus or
tenderness

Papules andirpustules
covering 10-30 % BSA, which
may or may not be assocdated
with synptom:s of prunitus or
tenderm ess; associated with
pewchozocial impact; limiting
insrumen@al A0L

Papules and & pustules
coering *30°% BSA which may
or may not be associated with
Symptoms of prurtus or
tendeme=s; limiting = lf cane
AOL; associgted with local

sy perinfection with aral
antibiotics indicated

Definition: A dizord er charmcterized by an enuption of papules and pustules, typically appearing in B0, scalp, upper chest and badk.

Papule s andfor pustules
covering any % B5A which
may or maynot be associated
with symptom:s of prurtus or
tendemess and are associated
with exten swe supennfecton
with M antibiotcs indicated ; life-
thre gte ning consequen ces

Death

Razh macul o-papular

Maculespapules cowering
<10°% BEAwith or without
symptoms (e.g., prunts,
burning, tightnes=]

Maculespa pules covering 10-
20% BE Awith or without
Symptoms (2.9., prurius,
buming, tightnas=); limiting
instrumental ADL

Definition: A dizord er characterized by the presence of macules (fat)and papules (elevated). Aso kn

events, frequently affecting the upper trunk, spreading centripetally

and as=zodated with pruntus.

M cul esfpapules cowvering
#30°% B EAwith or without
associgted symptoms; limitng
salfcare ADOL

own as morbillform r@ash, itis one

ofthe most common citEneous 3duers:

Scalp pain

hild pain

Mloderste pain ; limiting
instrumental ADL

Sewere pain ; limiting self care
AOL

Definition: A dizord er char@cterized by mared dissomfort sensation in the shin cowveringthe top and the badk ofthe head.

Skin atrophny

Coverng <10% BEA;
asszociated with telangiectz sas
or change = in shin color

Covering 10-20 % BSA;
associgted with strize or
adne w3l structure loss

Definition: A dizord er char@cterized by the degeneraton and thinning ofthe epidemiz and de rmis.

Covering >30% B 54~
associgted with ulceration

Skin hyperpigmentation

Definition: A dizord er char@cterized by dariening of the shin due to

Hyperpigmentation covering
<10% BEA; no psychosocial
impact

Hyperpigmentation oo ring
0% BSA; assaciated
pewchosocial impact

excessive melanin dep ositon .

Skin hypopigmen@ton

Hypopigmentation or
depigmentation covering < 10%
BSA; no psychozocial impact

Definition: A dizord er charmcterized by loss of skin pigment.

Hypopigmentation or

depigme nation cowering » 10%
BSA; associgtad pewcho social
impact

Shin induration hdild induration, able to mow hoderate induration, ableto Sewere induration, unable o Generalized; assodated with Oeath
shin parallel to plane (=liding) side shin, unable ta pinch skin;  [dide arpinch skin; limiting joint  [=igns or symptoms ofimpained
and perpendicularto skin limiting instrumental ADL mavement or orifice (2 4., breathing or feding
(pinchingup) mauth, anus; limiting self cane
ADL
Definition: A dizord er char@cterized by an area of hardness in the skin.
Skin ulzeration Combined area ofuleers <1 om; [Combined area of ulcers 1 - 2 Combined area ofulezrs »2 cm; [Any size uleer with e stensive Death

nonblanchable emghema of
intact shin with as=sociated
warmmth or edema

om; partial thickness zhin loss
inuolving skin or subcuEneous
ft

Ul thicknes s skin lo 22 invaling
damage to ornecosis of
subouaneous tizsu e that may
extend down to Bscia

Definition: A dizord er chamoerz ed by dreumescribed, inda mmatory and necrotic erosive lesion on the skin.

destruction, tisaue neoro s, or
damage to musde, bone, or
supporting structares with or
without 1l thickness skin loss
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%kin and subcutan eous tissue disorders

Grade

foverse Evert

2

4

Stewens-Johnson sy drome

Definition: A dizord er charmcterized by lessthan 10% to@| bo dy sk

MuUcoUs membranes.

Shin sloughing cowering <10%
BEAwith associated sign=eg.,
enthema , purpura, epidermal
detachment and mucous
membrane detachment)

Shin sloughing cowering 10 -
30% BSAwith associated sSgns
{&g. anthema, purpura,

& pidermal detachment and
mucou s membrane
detachment)

Death

n area =& paration of demis. The syndrome is thought to be a8 hypersen stivity complex afiedting the skin and the

Telan giecta sa

Definition: A dizord er charmcterized by local dilatation of zmall vess

Telangiec@sias coverng <10°%
BSA

Telangie dasias cowering = 10°%

BSA; azzociatad with
psyzhosocial impact

al= resulting in red discoloration ofthe skin or mucous membranes.

Toxic epidermal necrolysis

Definition: A dizord er char@cterized by greater than 30% tol body

mucous membranes.

Shin sloughing cowernng =304
B SAwith assocated symptoms
[&g. anthema, purpura, or
epidermal detachment)

Death

shinarea separation of dermiz. The syndrome isthought to be @ hypersen stivity comple s afieding the zkin and the

Urticaria

Urti carial lesions cowering < 10%
BS54, topical intene ntion
indi cated

Urtizanial le sion s cowering 10 -
20% BEA oralintervention
indicated

Urticanial lesion s cowering *30 %
BEA; Mintervention indicated

Definition: A dizord er characterized by an tchy skin eruption charecterz &d by wheals with pale interiors and well- defined red mangin=.

Skin and subcutaneous tissue
disorders - Cther, spe cify

Feymptomatic or mild
symptoms; dinical or diagnostic
obzenations only; intervention
not indicated

Moderate; minimal, local or
nionina sive intersention
indicated; limiting age-
approprigte instrume rial ADL

Sewere or medically signifcant
burt not imme digtely life-
threatening; hospitalizatonor
prolongation of exizting
hiospitaliz atio nindicated;

disabling ; limiting selfcare ADL

Li®-threatening consequern e 5;
urgent intere ntio nindicate d

Death

CARTISTEM®

page 131 of 137

CONFIDENTIAL: These all contents herein are the sole property of MEDIPOST Co., Ltd. Any reproduction or
distribution of this document without the written consent of MEDIPOST Co., Ltd is prohibited. Copyright © 2017
MEDIPOST Co., Lt




Social circumstances

Grade

Nherse Evert

i

2

3

hienopause

Definition: & dizord er characterized by the parmmanent cessation of menses, usually defined by 12 consecutive months of amenorrhea in @ woman ower 45 years of age.

hdenop auze occuming at age 46
- &3

Menopause occuming at age 4
- 45

e nopau sa occurming e e
age 40 years of age

Social circumstances - Other,

Feymptomatic o r mild

Moderate ; minimal, local or

Sewera or medically zigni foant

Lite threatening conseque noss;

Death

specify symptoms; dinical ordiagnostic [nonima siwve intereention bt not imme digtely life- urgent intere ntio nindicate d

obzenations only; intervertion  |indicated; limiting ag e- thraatening; hospitalizatonar

not indicated approprigte instrumenial ADOL prolongation of existing
hospitaliz atio n indicated;
dizabling ; limiting salfcare ADL
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Surgical and medical procedures .

Grade
Adverse Event 1 2 ) 4 5]
Surgical and medical Asymptomatic or mild Moderate; minimal, local or Severe or medically Life-threatening Death

procedures - Other, specify

symptoms; clinical or
diagnostic observations
only; intervention not
indicated

noninvasive intervention
indicated; limiting age-
appropriate instrumental
ADL

significant but not
immediately life-
threatening; hospitalization
or prolongation of existing
hospitalization indicated,;
disabling; limiting self care
ADL

consequences; urgent
intervention indicated
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Vascular disorders

Grade

Nckerse Event

2

3

4

]

Capillary leak sydrome

Symipto matic ; medical
intervention indicated

Sewere Symptoms; intervert on

Li®-threatening consequenc:s;

indicated

Definition: A dizord er char@cterized by leakage ofintrawascular fluids into the extrawvascular space. Thiz syndrome is obserwed in patien

leaky capillaries ollowing shods symdromes, low-1ow s@tes, ischemia-rep erlsion injures, toxemias,

failure .

medications, or poizoning. koanl

urgent intere ntio nindicated

Death

ts who demonstrate a state o f gene aliz ed
ead to generalized edema and multiple organ

Flushing

Feymptomatic; clinical or
diggnostic obsenations anly;
intervention not indicated

Moderate symptoms; medical
intervention indicatad; limiting
insrurmenal A0L

Definition: A dizord er charmacterized by episodic reddening ofthe face.

Symptomatic, assodated with
hypotension andsor @chycardia ;
limiting =alf care ADL

Hematoma hdild symptoms; inte renion not |bdinimally inwa swve evacuation or | TrRRstsion, Adiologic, Lite-threatening consequencas; |Death
indi cated aspiration indicated endoscopic, or elective urgent intere ntio nindicate d
operative intervention indicated
Definition: A dizord er characterized by alocalize d colle tion of blood, usually clotted | in an organ , space, or issue, due to a break in the wall ofa blood wss=el.
Huot flashes hild symptoms; intereniion not |Moderate swnptoms; limiting Severe symptoms; imiting self |-
indi cated instrume nal A0L care A0OL
Definition: A dizord er characterized by an uncomorable and temporary sensation of inten s body warmith , fushing, sometime s accomp anied by sweating upon cooling.
Hypertenzion Pre by ertension (swstolic BP Stage 1 hwpertension (systolic  [S@Ege 2 hwperension (systolic  Lik-threatening consequences - | Death
120 - 139 mm Hy or diastolic BP 140 - 159 mm Hg ar BPF = 160 mm Hg or digstolic  [(eg. malignant hypertension,
BP &0 -89 mm Hy) diastalic BP 90 -99 mm Hgj; BP »=100 mm Hyg); medical transient or pammana it
medical intenertion indicated;  [intenertion indicated:; more nieurolo gic deicit, hypertensive
recument or persistent (>= 24 than one drug or mone intensive |cisis); ung ent intervention
hrs); symptomatic increase by [the@pythan prevously used indicatad
#20 mm Hy (dia stolic) orto indicated Pediatric: Same as adukt
14080 mm Hy if previoushy Pediatic: Same as adult
WKL ; monotherapyindicated.
Pediagtric: recument or persistent
(=24 hrz) BP *LILM;
monotherapy indicated
Definition: A dizord er characterized by a pathological increase in blood pressure ; 3 repeatedly elevation in the blood pressure excesding 140 over 90 mm Hyg.
Hypotension Feymptomatic, intervention not | Mon-urgent medical intervention [hde dical interwention or Litethreatening and ung ent Death
indi cated indicated haspitaliz aton indicate d inte reention indicate d
Definition: A dizorder charmcterized by ablood pressure that is below the nomal expected ©r an indisvdual in 3 given andronment.
Lymph leakage Symptomatic ; medical Severe symptoms; @Adiologic, | Like-threatening consequences; |Death
intervention indicatad endoscopic orelective operative [urgent inte ne ntio nin dicate d
inte rue rion indicated
Definition: A dizorder chameoterized by the lo s o flhymp b Auid into the sumounding tissu e or body cawity.
Lymphed ema Tracethickening or faint Mlarked discoloration; leathery | Sewere symptoms; limiting self |-
discaloration shin texture ; papillary formation; (care AOL
limiting instrumental AD0L
Definition: A dizord er characterized by excessive fuid collecion intissoes that causes swelling.
Lymphocele Aeymptomatic; clinical or Symptomatic; medical Sewere symptoms; Adiologic, |-
diggnostic obserations only intervention indicated endoscopic arelective operative
intervention not indicated inte re rtion indicated
Definition: A dizord er charmoterized by a cystic leson cortaining hmph
Perpheral izchemia Brief (<24 hrs) epizode of Rz curring or prolonged (»=24 Lite-thre atening consequences; |Death

ischemia managed non-
aurgically and without

permanent deficit

Definition: A dizord erchar@ctenzed by impaired circulation to an extremity.

hrsiiandsorinwa sve intervention
indicated

avdence of end organ damage;
urgent o perative inte re ntion

indicated

Phlebitiz

|Pr\esem

Definition: A dizord er characterzed by indammation of the wall of a wein.

Superficial thrombophlebits

|Pr\esent

Definition: A dizord er characterized by ablood clot and inflammation inwalving a sup erical wein ofthe extremites.
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Vascular disorders

Grade
Ncerse Evert 1 2 3 4 T
Superior vena cava syndrome [ Asymptomatic; incidental finding | Sympto matic; medical Sewere symptoms; mut- Li®-threatening consequences; |Death
of 5T thrombo sis intervention indicated fe.g., madality intervention indicated  [urgent mui-modality
anticoagulation, radiation ar 2.g., anticoagulation, irtererton indicated (e .,
chemoth erapyl chemoth erapy, adigtion, lysis, thrombecto my, sunge ny
stenting)
Definition: A dizord er charm@cterized by obstruction ofthe blood flow in the superorwaena cava. Signs and symptoms include swelling and cvanosi= ofthe e, neck, and uppararms,
cough, orthopnea and headache.
Thrombo embolic ewnt “wanous thrombosis fe.g., wiznous thrombosis (e g ., Thrombosis (e.g., Lite-threatening (e.g., Death
superfizial thrombosiz) uncomplicated deep vein uncomplicated pulmonany pulmanary embolism,
thrombosis), medical embolizm [venous], non-embolic [cerebrovascalar ewent, arterial
intervention indicated cardiac mural [arterial ] inzufiiciency; hemodynamic or
thrombus), medical intervention [neurolo gic instability; ungent
indicated irte roe rtion in dicate d
Definition: A dizord er characterized by ocdusion of @ vessel bya thrombus that has migrated from a distal site viathe blood stream.
/8 scalliti= FAeymptomatic, intervention not  |hoderate swmptoms, medical Seware symptoms, medical Lite-threatening; evdence of Death
indi cated intervention indicated interverdion indicated ey ., penpheral or vsceral ischemia;
steroids) urgent intere o nindicate d
Definition: A dizord er charmcterized by inflammation inwhing the wall ofa wsesal.
‘i soeral arterial ischemia Brief (<24 hr=) epizode of Prolonged (>=24 hrsor Li®-threatening consequences; | Death
ischemia managed medically recurming symptoms andir evwdence of end ongan damage;
and without permanent ded cit imasiwe intervention indicated  [urgent operative intenenton
indicatad
Definition: A dizord er characterized by a decrease in blood supply due to narrowing or blocka ge of 3 vsceral (mesentaric) areny.
"W soular dizord ers - Other, Feymptomatic or mild Maoderate; minimal, local or Sewere or medically signifcant | Lie-threatening consequences; |Death
Specify symptoms; dinical or diagnostic |noninea sive intervention bust ot imime digtely life- urgent intere o nindicated
obzenations only; interwention  |indicated; limiting age- threatening; hospitalizatonar
not indicated approprigte instrumenial ADL pralongation of existing
hospitaliz atio nindicated;
dizabling ; limiting self care ADL
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APPENDIX 5. IDMC charter

1. Composition of Data Safety Monitoring Boards (DSMB)

In the present clinical trial study for Evaluation of Safety and Exploratory Efficacy of
CARTISTEM®, Data Safety Monitoring Boards (DSMB) consists of 3 members who are
experts in the area of orthopedics, cell therapies or biostatistics. The members will be
independent from the sponsor, IRB, regulatory agencies, principal investigator, co-principal
or sub-principal investigator, site investigator, site sub-investigator, steering committee
membership, advisory board membership, CEC membership, clinical care of the study

subjects, or any other capacity related to the present clinical trial operations.

2. Frequency of DSMB meetings

DSMB meets periodically to review aggregate and individual subject data related to
safety, data integrity and overall conduct of the trial. DSMB meetings will be organizational
face-to-face and quarterly teleconferences. However, given the small sample size for the
present clinical study, the DSMB meetings will be flexible and based on enrollment of

patients.

According to the schedule, the DSMB meetings will be required 1) for protocol
revision, 2) before the dosage B started and 3) to review a draft final report after 12 month

follow-up period.

3. Information to be reviewed at each meeting

In order for the DSMB members to review all the information at each meeting,
guidance for the conduct of safety and effectiveness analyses, protocol modification if
applicable, and guidelines/stopping rules will be established prior to the DSMB’s first

evaluation of data. The DSMB will review data unblinded fashion.

The DSMB will also consider data from other studies or external sources during its
deliberations, if available, as these results may have a profound impact on the status of the

patients and design of the present study.
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